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THE PAEDIATRICIAN’S PART IN THE MATERNITY SERVICES* 


N. B. CAPON, M.D., F.R.C.P. 


Professor of Child Health, University of Liverpool ; Senior Physician, Royal Liverpool Children’s Hospital and 
Alder Hey Children’s Hospital, Liverpool; Senior Paediatrician, Liverpool Maternity Hospital 


If one turns back to the middle of the eighteenth century 
the early Bills of Mortality give some idea of the appal- 
ling threat to infant life at that time. For instance, 
during the period 1730-49 almost 75% of the children 
born in London died before the age of 5 years. No 
one would contend that the Bills of Mortality presented 
a fully accurate picture, and at that time there was, of 
course, no subdivision of infant deaths into neonatal and 
post-natal groups. But it is reasonable to assume that 
stillbirths and neonatal deaths were at that time at a 
level that constituted a national menace. Fortunately 
for this country, as Sir George Newman indicated in 
his Charles Heath Lectures (1932), a genera‘ion of 
brilliant general physicians arose during the eighteenth 
century—men like Mead, Heberden, Haygarth, and 
Jenner, whose clinical abilities were backed up by a 
wealth of sound common sense that encouraged them to 
introduce “ preventive” ideas. Some of these men, like 
Lettsom and Cadogan, called attention to the very high 
rate of mortality among infants ; and the former, in his 
Medical Memoirs (1774) commented upon improvements 
noted, even at that time, in these words: “In the nurture 
and management of infants as well as in the treatment 
of lying-in women, the reformation hath equalled that 
in the small-pox; by these two circumstances alone 
incredible numbers have been rescued from the 
grave.” 

It was in the same century that the obstetrician (or 
man-midwife) began to exert a significant influence— 
men like William Smellie and that famous son of Man- 
chester Charles White, who published in 1773 his re- 
markable volume On the Management of Pregnant and 
Lying-in Women, and the means of curing, but more 
especially of preveming, the principal disorders to which 
they are liable. He strongly recommended antenatal 
supervision of the mother, and he is therefore entitled 
to an important place in the history of © preventive 
neonatal paediatrics. ; 

The next major event in the history of my subject 
was the arrival upon the scene of some of: the leaders 
in public health. Again we find a Manchester man play- 
ing a highly important part. Edwin Chadwick—not a 
doctor—held the office of Secretary to the Poor Law 
Commission, and in 1842 there appeared his monumental 


n eye Roberts Lecture delivered at Manchester on November 


report on the conditions under which the labouring 
classes lived. This caused a great sensation ; the Govern- 
ment set up a Royal Commission in 1843 to consider 
the facts which had been brought to light, and cities and 
districts began to appoint medical officers of health. 
Perhaps I may be permitted to remind you that Liverpool 
set a fine example in 1847, when she appointed a man 
of great distinction, Dr. William Duncan, to be the first 
medical officer of health in the country (Frazer, 1947). 
Britain was awakening to the need for a co-ordinated 
attack upon the causes of ill-health in general, and the 
Board of Health, which might perhaps be described as 
the great-grandfather of our Ministry of Health, was 
set up in 1849. 

At that time Dr. Lloyd Roberts was 14 years of age, 
and it is a remarkable fact that his long life in active 
practice stretched right through the successive eras of the 
Medical Department of the Privy Council (which in a 
general sense succeeded the Board of Health), the Local 
Government Board (1871), and the first year or so of the 
Ministry of Health (1919). I have no doubt that Lloyd 
Roberts—a man of alert, progressive mind—read the 
very able reports prepared by John Simon (later Sir 
John Simon) when he was Officer in Charge of the 
Medical Department of the Privy Council, and by Dr. 
William Farr, who, in 1839, had been appointed Com- 
piler of Abstracts in the newly opened General Register 
Office. In so far as child health was concerned, it was 
natural that these men should be occupied mainly with 
environmental causes of disease—such as sanitation, 
food, employment, and so forth ; but we should particu- 
larly note that Farr referred to prematurity as a serious 
problem, and he stressed not only that infant morbidity 
should be taken into account as well as infant mortality, 
but also that more accurate clinical and pathological 
diagnosis was needed. Both Farr and Simon were far- 
seeing, courageous workers who never hesitated to ex- 
press their views in unequivocal terms. ‘It was largely. 
through their remarkable reports that doctors, and the 
public, began to think constructively about foetal and 
neonatal mortality and morbidity. : 


Concern With Infant Mortality 


During the last quarter of the nineteenth century there 
was increasing concern that the downward trend of 
infant mortality was lagging behind the much more 
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satisfactory decline of the general death rate. Further- 
more, as Chalmers (1918) pointed out, the steady fall of 
the birth rate was tending to emphasize the compara- 
tively stationary infant mortality rate ; and the similarity 
between the known causes of infant mortality and of 
physical inefficiency among the survivors began to re- 
ceive more attention. It is interesting to note, also, that 
the several commissions of inquiry held after the South 
African War of 1899-1901 underlined, perhaps rather 
indirectly, that the health of young children still left 
much to be desired and was wortliy of closer attention. 
At all events, in the early years of the present century 
there were several national conferences on infant mor- 
tality, and gradually interest became focused upon the 
mortalities of the early weeks of life, as distinct from 
those occurring in the subsequent months of the first 
year. 

Indeed, when the seventeenth International Congress 
of Medicine was held in London in 1913 the Section of 
Obstetrics and Gynaecology, under the Presidency of Sir 
Francis Champneys, and with Dr. Lloyd Roberts as one 
of the Vice-Presidents, held a full discussion on “ Infant 
Mortality in the First Four Weeks of Life.” The open- 
ing paper was by Dr. Henry Koplik, of New York, and 
in a masterly address he emphasized, among other things, 
the close relationship existing between the ills of the 
newly born ‘baby and the health of both his parents. 
People were asking whether there might not be funda- 
mental differences between ill-health due to congenital 
disorders on the one hand, and environmental causes on 
the other ; the threats of nature as distinct from those 
of nurture, as it was sometimes expressed. 


The time was ripe for detailed studies of foetal patho- 
logy to be undertaken, and it was fortunate for the 
further progress of the subject that this work was already 
in hand in Edinburgh, and that the investigator was an 
obstetrician, Dr. J. W. Ballantyne. There can be no 
doubt that he did more than anyone else in his time to 
preach the essential unity of the mother and her unborn 
child, with the placenta as go-between ; and he gave 
practical expression to his teaching when he proposed 
that there should be “ pre-maternity” units, with care- 
ful antenatal supervision of the mother, not only in her 
own home but at clinics. 

It was my good fortune to know Ballantyne in the 
later years of his active life, and I am but one of many 
indebted to him for his guidance and inspiration. The 
immense experience of foetal and neonatal pathology 
that he had accumulated, recorded in his two great 
volumes on antenatal pathology and hygiene (1902- 
1904) was available to those who took up this line of 
attack upon the mortalities of antenatal and neonatal 
life. To quote Ballantyne’s own words: “I began this 
work in a spirit of something very like active curiosity ; 
I have prosecuted it with an ever-deepening interest, 
and I have brought it thus far with the growing sense 
that I have been dealing with a subject, of tremendous 
importance for the future of the race and the individual, 
with, in fact, preventive medicine in its simplest and 
most hopeful because in its earliest aspects.” These are 
the words of a true pioneer, and among those who came 
after him I give first place to Eardley Holland (now Sir 
Eardley Holland), whose brilliant studies of cranial stress 
in the foetus (Holland, 1920, 1922) had the double effect 
of guiding obstetrical practice and of encouraging the 
promotion of further work upon foetal and neonatal 


pathology. 


Public Reaction 


By the end of the first world war in 1918 publi opinion 
was reacting strongly and constructively to < aa neta 
of about one million young lives during the preceding f, 
years ; and in official circles note was being taken ars 
fact that during the last quarter of 1918, for the first time 
since the establishment of civil registration, there wags 
excess of deaths over births amounting to 79,443. gi, 
Walter Fletcher, Secretary of the Medical Research ; 
had appreciated the significance of Holland’s work, and his 
Council sponsored a scheme of pathological investigation 
of stillbirths and neonatal deaths in a number of centres 
(London, Edinburgh, Glasgow, Cardiff, and Liverpool, where 
1 was fortunate to be the worker), and a joint report was 
published (Holland and Lane-Claypon, 1926). 

Perhaps the greatest benefit that came from this 1919-23 
epoch was that it stimulated the medical profession to take 
a much closer and more detailed interest in babies ang 
the dangers which threatened them before, during, ang 
immediately after birth. And as a natural consequence 
obstetricians saw to it that children’s physicians with special 
experience of the newly born were invited to become asso- 
ciated with them in their work. This was indeed a novel 
development of the greatest significance, for it meant that 
individual status was to be accorded, in a practical way, to 
newly born babies, who from then onwards were to be 
regarded as persons entitled to enjoy the care of doctors 
specially charged with this duty. p 

I should like, on behalf of my fellow paediatricians, to 
express our gratitude to the obstetricians for the generous 
and friendly welcome they extended to us when we began 
to encroach upon their field of activity. If it is true that 
in their own early history obstetricians thought it discreet 
to enter the lying-in chamber on all fours, I have no doubt 
that their professional ability and tact soon gave them 
entitlement to assume the erect position. But having 
achieved this more comfortable posture, they might reason- 
ably have expected to be able to advance boldly across the 
room without over-the-shoulder glances to see whether 
another figure was creeping along in the rear. ll the 
more credit, then, to the broadmindedness and wisdom of 
obstetricians. I, personally, can never be grateful enough 
for the happiness I have enjoyed and the interest I have 
found in working with them. And it is highly satisfactory 
to note that the relations between the Royal College of 
Obstetricians and Gynaecologists and the British Paediatric 
Association have always been cordial, and have led to usefw 
results. 

Scope of the Paediatrician 

The paediatrician is now firmly established as an essential 
member of a team which also includes obstetrician, general 
practitioner, and medical officer of health ; he is held mainly 
responsible for the specialist paediatric care of newly born 
babies, both in maternity units and, when required, in 
domiciliary midwifery. His scope has widened out of all 
recognition during the past 30 years, as I know from per- 
sonal experience ; and during the same period many factors, 
including better obstetrics, more enlightened nursing care, 
and a general upgrading of the social, environmental, 
economic, and dietetic circumstances of the mothers, have 
combined to cause a considerable decline_of the stillbirth 
rate and the neonatal mortality rate. The neonatal morbidity 
rate is more difficult to measure than the mortality rate, 
but I am convinced that with the exception of n 


-‘infection—to which I refer later—there has been a corte 


sponding improvement. Even congenital malformations, 
which are probably no less frequent than formerly, now 
cause less anxiety because the prospects of effective: treal- 
ment are much more hopeful, provided that diagnosis is 
made early and accurately and that highly skilled specialist 
aid is available. 

As it will be necessary for me to call attention to some 
of the less satisfactory conditions under which our paediatric 
work is done in maternity hospitals, let me first try ' 
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ae r sense of proportion by giving you a brief 
arising the outcome when 1,000 babies (in- 
— hospital and domiciliary cases) are born in a large 
og be Liverpool. I think you will agree that in a 
pa | sense the results are satisfactory—in fact, very satis- 
in comparison with former times, yet undoubtedly 


pours A of being improved. Taking the year 1950 as my 
pe rear 963 of the 1,000 babies survived not only the 


iod but the whole of the relatively dangerous 
geal eee (For comparison, it may be pointed out 
that in 1920 only 920 of these babies would have lived 
jonger than one year.) Some 20 of the 1,000 babies died 
during the neonatal period and 11 or 12 of them had been 
born prematurely. In addition to the 20 neonatal deaths, 
was an additional loss of '17 babies during the 
remainder of the first year. 

About 80 of the 1,000 babies were born prematurely, and 
11 or 12 of them died in the neonatal period. Babies with 
a birth weight under 44 Ib. (2 kg.) are in need of special 
care and supervision, and 35 (44%) of the 80 came into this 

When considering loss of infant life associated with preg- 
nancy, labour, and the neonatal period one must also take 
stillbirths into account. In 1950 there were in Liverpool 
33 stillbirths to be remembered alongside each group of 
1,000 live births. 

The full statistics for 1950 showed that in Liverpool there 
were 16,485 births, of which 375 (or 22.7 per thousand) 
were stillbirths. The neonatal deaths numbered 316 (or 
19.6 per thousand live births). About 65 to 70% of all 
births took place in the four main maternity units. 

The paediatrician has important duties in connexion with 
the general nursing care of the babies, their feeding (both 
breast-feeding and, when necessary, artificial feeding), the 


diagnosis and treatment of their diseases, and the measures 


which should be taken to prevent neonatal infection. He 
may be responsible for the breast-milk bank, and for B.C.G. 
inoculation (Gaisford and Griffiths, 1954). The variety of 
his clinical experience is wide, but I shall comment only 
upon the four chief problems that confront him—namely, 
congenital malformations, birth injury and asphyxia, pre- 
maturity, and neonatal infections. 


Congenital Deformities 

There are, of course, many varieties of malformation, 
ranging in severity from a small supernumerary digit to a 
gross deformity of the skull and brain, such as anencephaly. 
In live-born babies the incidence of deformity is found to 
be about 2 to 3% ;.and in a series of 8,716 live-born infants 
recently reported by Harris and Steinberg (1954) the fre- 
quency of obvious defects was found to be at least 5%. 
Even a relatively slight deformity, such as a birthmark on 
the skin or deformed toes, should be regarded as a possible 
psychological er physical handicap to the individual in later 
life. The paediatrician needs to know not only the kind of 
treatment available but where it can be obtained and the 
best time for its application (Craig, 1954). 

The diagnosis of some of the internal malformations, like 
oesophageal atresia, tracheo-oesophageal fistula, duodenal 
stenosis, and some varieties of cardiovascular deformity—to 
mention only a few of our problems—may be difficult, 
involving radiological and other special examinations. Yet 
many of these deformities of internal organs, which in the 
past were usually fatal, now receive successful treatment if 
the expert surgeon and anaesthetist are given their oppor- 
tunity by accurate and early diagnosis. In every large 
district there should be a suitably staffed* and equipped 
surgical centre for the reception of these cases from the 
surrounding area. Centralization is essential if the surgeons, 
anaesthetists, and nurses are to become thoroughly com- 
petent. At the Liverpool Neonatal Surgical Unit, in Alder 
Hey Children’s Hospital, there are eight cots, and during 
the year ending May, 1953, 120 babies were admitted, and 
101 of these patients required major operations. 


Birth Injury and Asphyxia 

To speak of birth injury and neonatal asphyxia (or anoxia, 
to use the more modern word) together is reasonable from 
the clinical point of view, because the two conditions are 
often combined. But we have learnt—largely as a result 
of the outstanding contribution made by Barcroft (1946) 
and his colleagues, and Barclay et al. (1944)—to think of 
this subject in terms of physiology rather than pathology ; 
we have to ask ourseives whether ihe baby’s oxygen require- 
ments are being met before, during, and after birth. In 
each case our study is of a moving picture, so to speak, 
that extends from before the onset of labour to some hours, 
or even days, after its termination ; and harmful influences 
may operate, in varying and complicated fashion, from either 
the maternal or the foetal side. For instance, the foetus 
may be in a state of anoxia before birth if the mother is 
unhealthy or the placenta is abnormal ; if there is accidental 
haemorrhage or placenta praevia ; or when the child is post- 
mature and has outlived his placenta. © During birth itself 
the influence of birth trauma (especially intracranial) or of 
drugs and anaesthetics administered to the mother may 
interfere with the child’s ability to expand his lungs imme- 
diately after birth. Obstruction of the baby’s air-passages 
by liquor amnii or blood is another possible cause of 
asphyxia. Ballantyne used to speak of the “ physiological 
readjustments at birth,” comprising a variety of changes 
which must occur if the baby is to make a successful transi- 
tion from foetal life to the separate, independent mode of 
living that we all know. The onset of pulmonary respira- 
tion is the most important and dramatic of these physio- 
logical readjustments, and the fact that it must of necessity 
occur almost simultaneously with the physical stress of the 
birth process makes one of the major problems in obstetrics. 

It is generally accepted that the foetus performs gentle, 
rhythmic respiratory movements before birth, and inhales 
liquor amnii into his bronchi. _After birth, in the normal 
case, the liquor drains away from the mouth or is absorbed ; 
and the prenatal respiratory movements become augmented 
under the influence of cutaneous and chemical stimuli acting 
through the respiratory centre in the spinal cord. The 
newly born baby is able to tolerate a relatively low oxygen 
concentration in his blood (hypoxia) without suffering harm ; 
and indeed Cross et al. (1954) have emphasized that hypoxia 
is a necessity of foetal life and plays an important part 
in inducing pulmonary respiration. In the past there was 
a tendency to be over-enthusiastic about resuscitation of the 
anoxic baby; to-day there is general agreement that the 
baby should be handled with great care and gentleness, but 
opinions differ about the details of technique, especially for 
clearing the air passages of obstruction and for administering 
oxygen. The subject has been well reviewed by Smith 
(1948), Potter (1953), and Gairdner (1954). Clearly preven- 
tion, when possible, should be the keynote, and as .an 
observer of obstetrics during the past 30 years I have been 
greatly impressed by the progress made in this direction. 

Paediatricians, with the help of radiologists, have learnt 
to recognize a number of interesting respiratory conditions 
that may be associated with neonatal asphyxia, such as mal- 
formations, interstitial and interlobular emphysema, pneumo- 
thorax, pneumomediastinum, pulmonary haemorrhage, and 
hyaline membrane, with resorption atelectasis ; and the pos- 
sibility of infection, especially pneumonia, must always be 
remembered. 


Prematurity 


It is questionable whether there is any branch of medical - 
practice, in any age group from birth to senility, that requires 
keener clinical acumen and a higher standard of nursing skill 
than the care of premature babies. When one remembers 


that about 45,000 premature babies are born each year in 
England and Wales, and that about 35 to 40% of these— 
approximately 16,000 infants—are in special need of skilled 
care, the importance of the subject will be apparent. The 
mortality rate for premature babies is falling quite well 
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(Taylor, 1954), and the following figures illustrate our experi- 
ence in one of the Liverpool maternity units : during the 
period 1936-9 (inclusive) there were 679 premature births, 
and 140 (20%) died in the neonatal period; in the period 
1949-52 (inclusive) there were 750 premature births, and 95 
(12.7%) died. (It should be noted that the percentage of 
small-weight babies was almost identical in the two groups 
under consideration.) It is interesting also to note that in 
the earlier of the two periods mentioned the total death 
rate (premature stillbirths and deaths of prematures) asso- 
ciated with prematurity was 41.3%, and in the second period 
31.3%. Between 1936 and 1952 the perinatal* mortality 
rate (mature and premature) of this maternity unit fell from 
9.6 to 4.4%. 

The improved outlook for premature babies is due to 
many causes—obstetrical, paediatric, nursing, social, etc. So 
far as their hospital care is concerned, full credit should 
be given to the modern types of incubator, which allow the 
child to be nursed naked, in an atmosphere of controlled 
heat and humidity, and with oxygen supply also under 
control. The initial period of starvation, used nowadays 
in many centres, has also proved helpful, though I think it 
may be overdone ; and we believe that retrolental fibroplasia 
may usually be avoided by care regarding oxygen tension in 
the incubator. 

It is a definite advantage to have the smaller premature 
babies accommodated together in a “ prematurity unit,” to 
which such babies born in their own homes may also be 
admitted when necessary. The nursing care required by 
these babies reaches a higher standard when selected sisters 
and nurses make the subject their special study; and for 
this the babies must be grouped together rather than scat- 
tered in various parts of the hospital ; and other members 
of the hospital’s nursing staff may be drafted into the unit 


’ to provide basic training. Furthermore, midwives, nurses, 


and health visitors working under the local authority scheme 
may also be given postgraduate “refresher” instruction in 
the prematurity unit. There should be close co-operation 
between obstetricians, paediatricians, general practitioners, 
and the medical officer of health in order to ensure that an 
adequate service is arranged for both the domiciliary and 
hospital care of prematures; the Newcastle and Bristol 
schemes, described respectively by Miller and Walton (1954) 
and the Southmead General Hospital Group Management 
Committee (1951), illustrate what may be achieved by 
enthusiasts. 

The Joint Committee on Prematurity published a report in 
1951 upon the care of premature babies in both urban 
and rural areas, and it should be consulted by all responsible 
for maternity arrangements. A valuable survey has recently 
been made by Crosse (1954), who has done so much for 
the premature in this country. ° 


Infections 


Some infections, such as syphilis, are passed from the 
mother to her child before birth ; but I am speaking mainly 
of neonatal infections contracted by the child during or after 
birth, when, as is well known, the body’s defence mechan- 
isms are relatively imperfect. I shall not comment upon 
the clinical forms that infection may take in these young 
babies, except to say that almost every tissue in the body 
may be affected; the skin, eyes, respiratory tract, and 
intestinal tract are the commonest and the most obvious, 
but we also see pyelonephritis, meningitis, arthritis, osteo- 
myelitis, septicaemia, and a few rarer types. Each neonatal 
_infection, even if trivial when judged by “ adult” standards, 
is potentially dangerous to the child, and constitutes a 
menace to other babies that are cared for in the same 
nursery and by the same nursing staff. In my earlier days 
it was unusual to see any evidence of neonatal infection in 
private practice. Nowadays the prevalence of such infec- 
tions, at all events in maternity units, is considerable, and 
is increasing, as the accompanying table shows. 

— the term “ perinatal ” to signify stillbirths plus neonatal 
ths. 


Neonatal Infections in Maternity Unit “A” Liye pool 
Eyes, Skin, etc.) i (Including 
Year | | Still | Neonatal| Neonatal Infections) Total 
Alive births | Deaths | survived) Died | | % 
1932 | 1,840 | 137 43 38 3. | a too 
1937 | 2,161 | 135 52 45 5 50 22 
1942 | 2,115 | 107 50 81 > 33 23 
1947 | 2,490 | 100 48 113 16 n9 | 
(10prems)}_ 52 
1952 | 2,639 83 37 231* 8 239 
(S prems) 90 


ivitis (115) and skin infections (61), 


* Including bleph 


In the same maternity unit, during the ten-year peri 
1938-47 inclusive, there were 714 (3.5%) cases of Neonatal 
infection, made up as follows: skin, 217: eyes (non-gono- 
coccal), = 14; respiratory, 59- ali 
mentary, 11. e live births during this peri “Ney? 
20,479. 

As evidence that this scourge is not a local problem ; 
the Liverpool area, it may be noted that the sonar 
in a Yorkshire city (April to 

ptember, ) was 14%, and in a London maternj j 
(1951) 11.1%. 

It may be argued that a false impression of danger is given 
by the inclusion of many relatively trivial local infections 
(especially of the eyes and skin); but even when these are 
omitted the figures are significant—for example : 


Maternity Unit “ A,” Liverpool, 1952: 


Total live births 2,639 
Neonatal infections (excluding eyes and slight 

skin lesions) .. About 95 (36%) 

Maternity Unit “ D,” Liverpool, 1953: 

Total live births 2,297 
Neonatal infections (excluding eyes and slight ; 

* Of these, 6 died. 


Happily the mortality rate in neonatal infections is usually 
low, but this fact should not be allowed to encourage com- 
placency. Morbidity is to be considered before mortality 
for it is a truer index of the potential danger, not only to 
the individual patient but to all the other babies in the 
same ward or nursery. 

Here is a problem demanding urgent attention, especially 
in regard to prevention ; and there are at least two possible 
causes. One is that the natural immunity of babies to 
infection during the neonatal period is lower than in the 
past, perhaps as a result of the widespread and sometimes 
foolish use of antibiotics for trivial diseases, both in hospital 
and in domiciliary practice. Furthermore, many strains of 
the common infecting agents are now resistant to penicillin 
and sometimes to other antibiotics. But the more probable 
cause is the great and increasing pressure under which 
maternity units must work, with two disadvantages so far as 
the babies are concerned : firstly, there is overcrowding; 
and, secondly, the nurses find much difficulty in not working 

urriedly. This statement implies no criticism of the nurses, 
who deserve congratulation for the splendid and devoted 
service they give under difficult conditions. We must, 
however, remember that the nursing care of babies takes 
time if their delicate skin and other tissues are to be 
preserved from even the slight trauma that can open the 
way to infection. The present position is one of danger and 
should be studied now, before it deteriorates. We are 
well aware of the pressure exerted upon maternity units t0 
admit more and more patients, sometimes for sociological 
considerations, sometimes for the obstetrical needs of the 
mothers ; and at present there are limits to hospital expat 
sion and to the recruitment of nurses. But I feel that 


paediatricians have a duty to emphasize that newly born 

babies usually remain free of these troublesome infections 

if their nursing care is given under conditions which permit 

gentle, thoughtful handling, and when adequate a 

tion is available for the infants. 
Various steps may be taken, and are usually taken @ 

maternity units, to reduce the present danger to a minimum, 
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but I must emphasize that a hospital giving service to 


of any age must see to it that a patient who is 
ed of having a contagious illness (and this includes 
“oo of neonatal infection) shall be segregated at once. 
{ would also urge that, except in special circumstances, the 
use of antibiotics should be restricted to those patients whose 
clinical condition indicates that their natural defence mechan- 


isms will not be adequate. 


The Door of Opportunity 


| now turn to the future and deal with the stimulating 

opportunities that lie before paediatricians in this fascinating 
age-period embracing antenatal as well as neonatal life. If 
there should still be anyone who believes that paediatrics 
begins only when the child is born, let him turn his thoughts 
back to 1635, when Sir Thomas Browne wrote : “ Every 
man is some months elder than he bethinks him; for we 
live, move, have a being and are subject to the actions of 
the elements, and the malice of diseases, in that other world, 
the truest microcosm, the womb of our mother.” Clearly 
the obstacle confronting anyone wishing to study the unborn 
child is the relative inaccessibility of the subject. Ingalls 
(1953) has summed up the situation very neatly in these 
words, “ The nearly insurmountable obstacle to clinical study 
of prenatal sickness arises in the fact that the patient voices 
no complaint, remembers nothing about his illness, hides 
himself from view and puts off his visit to the doctor until 
the last possible moment.” But the clinical application of 
modern techniques now available to physiologists, patho- 
logists, epidemiologists, experimental embryologists, immuno- 
logists, biochemists, and physicians is opening up new fields, 
hitherto largely unexplored. As yet we comprehend little 
more than this: that before birth the baby is one com- 
ponent in a system made up of several parts or units, each 
with its sphere of influence ; these units are mother, placenta, 
child, and father (as represented within the child’s constitu- 
tion). Generally speaking, the interrelationships within the 
system are sufficiently harmonious to maintain a balance 
within the limits of what we define as health; but we still 
know little about the fine adjustments by which such balance 
is maintained. 

And the range of possible influences exerted by the indi- 
vidual units is wide—for instance, genetic, hormonal, 
chemical, immunological, and bacterial. An important phase 
in this concept of antenatal life was reached when the late 
F. B. Chavasse coined the phrases “ maternal threat” and 
“foetal threat.” It was in 1920, when he was working on 
the ABO blood groups of mother and child in the Liverpool 
Maternity Hospital for his M.D.. thesis, that he discovered 
that in some cases there was incompatibility between the 
bloods. This was in the early days of transfusion studies 
when immunity reactions in blood-relationships were little 
understood, and long before the Rh factor was discovered 
in human blood. Chavasse examined the hypothesis that 
toxaemia of pregnancy might be caused by foetal (blood) 
threat to the mother, but he could find no proof. (lt is 
interesting to note that Pike and Dickins (1954) have shown 
a significant excess of Group O women in a series of 541 
patients suffering from toxaemia of pregnancy.) 

At the same time I was working on general oedema of 
the foetus and was able to confirm the findings of Schridde 
and others that the foetal tissues (especially the liver) in 


‘this condition suggest that very active blood regeneration 


is occurring. I discussed with Chavasse the possibility that 
maternal (blood) threat to the child might be causing this 
remarkable response. We were not far from the truth, but 
neither of us appreciated that maternal threat might be a 
reaction to foetal (or perhaps more correctly, paternal) 
threat. I mention this chapter in history to illustrate the 
complexity of the reactions possible within the system, some 
advantageous, some dangerous. In general pattern, the 
adjustments may be as simple and smooth as the up-and- 
down movements of a seesaw: sometimes they can be 
likened to a key turning the mechanism in a lock ; sometimes 
the end-results are happy, sometimes harmful or even tragic. 


Sir Macfarlane Burnet’s (1954) stimulating paper reveals 
how wide is the scope in regard to immunity-relationships 
between mother and child; and our knowledge of. their 
hormonal relationships is growing quickly. No matte; 
whether the paediatrician’s interests are directed mainly to 
infections, to heredity, to immune reactions, to nutritional 
studies, or to any other of the possible fields of work before 
him, he cannot neglect the remarkable events occurring © 
during antenatal life, and it is in studies such as these, in 
co-operation with obstetricians and with various special sts 
whose work is not primarily clinical, that the paediatrician 
is likely to find his most satisfying and constructive oppor- 
tunities. But spectacular results may not be achieved for 
some time, and there are immediate problems to which 
attention should be given urgently. , 


Some Urgent Problems 


First of these is the still considerable loss of infant life 
associated with maternity. In 1952, though maternal deaths 
associated with child-bearing in England and Wales had 
fallen to 492 (complications of pregnancy, 181; abortion, 
90; complications of labour, 130; complications of the | 
puerperium, 91), stillbirths were 15,636, and neonatal deaths 
12,331, making a total of 27,967 infants who died before 
birth, during birth, and in the first four weeks after birth. 
In 1953 there were 15,681 stillbirths in England and Wales 
and approximately 12,113 neonatal deaths—a total of 27,794. 
It would be idle to pretend that, had they lived, all these 
babies would have been free from deformity and disease. 
But even when the figures are viewed in a severely critical 
and unprejudiced light.they still come as a shock, especially 
to those who believe that considerable improvement is 
possible. One suggestion might be to hold a national 
investigation ; but in my view it would be more valuable to 
invite a limited number of maternity units, located in 
different parts of the country, to make a careful investigation 
of each stillbirth and natal and neonatal death occurring in 
its practice. A small team composed of obstetrician, paedia- 
trician, and pathologist would review all the circumstances 
of each fatality, preferably within one week of its occurrence, 
and would attempt to reach a firm opinion not only upon 
the primary cause of death but also upon the child’s probable 
state of health if it had survived. 


This type of investigation has been made in Aberdeen 
by Professor D. Baird and his colleagues (1954), and is an | 
important step of great practical significance, though I sug- 
gest that its usefulness would be increased by including, 
as I have already proposed, the whole of the neonatal period 
in the review. Professor Baird uses the term “ obstetric 
death rate” to include stillbirths and neonatal deaths occur- 
ring during the first week of life. This same group of 
foetal and neonatal deaths has sometimes been called “ peri- 
natal mortality,” while other writers have included the whole - 
of the neonatal period (the first four weeks after birth) in 
their definition of perinatal mortality. Clearly the group 
covered by Baird’s “ obstetric death rate” is of special con- 
cern to obstetricians, as it is also to paediatricians. But, 
as paediatricians well know, morbidity and mortality during ~ 
the second, third, and fourth weeks of the neonatal period 
are by no means negligible and are due partly to delayed 
“ obstetrical” causes—for example, subdural haematoma, 
haemolytic disease, and various pulmonary conditions ; and 
partly to the special circumstances of neonatal life, with 
such problems as neonatal infections and failure of breast- 
feeding. 

It is therefore essential that the classification ultimately 
adopted should take cognizance of happenings during the 
whole of the neonatal period. : 

Crosse and Mackintosh (1954) have reported the results 
of similar studies in Birmingham. I have spent some time 
making an analysis of the stillbirth and natal and neonatal 
deaths occurring during the year 1950 in three of the Liver- 
pool maternity units, and as a result of this experience I am 
confident that findings of much practical importance would 


| 
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be brought to light by the plan I suggest, and that each 
individual case ipauisy should be conducted by the clinicians 
in charge and while the details are fresh in their memory. 

Still another opportunity for paediatricians will be found 
in extending the “follow-up ” work which takes place now 
in a number of centres. As I know from experience, this 
task is difficult, especially when families change their place 
of residence rather frequently. But we want to know more 
about the future for post-mature and premature babies, for 
babies born by caesarean section, for asphyxiated babies, for 
birth-injured babies, etc. Retrospective studies are not very 
satisfactory ; but the young paediatrician who decides to 
keep in touch, so far as is possible, with the babies he has 
seen at their birth will be able to make a valuable contribu- 
tion not only to paediatrics but also to obstetrics. And 
such work will help to give him the background essential 
to one who will undoubtedly find increasing opportunities 
for the application of what Ingalls (1953) terms “ preventive 
prenatal paediatrics.” 

Conclusion 

Finally, in the planning and working of the maternity 
service the paediatrician will be invited to make a fuller 
contribution than has been expected of him in the past, 
and if he undertakes this task with enthusiasm and in a 
fully co-operative spirit his services will be invaluable. He 
can do much to encourage contacts with general practi- 
tioners and with all those who carry out maternity duties 
under the local authority ; he can hold “ refresher ” courses 
for doctors, midwives, and health visitors, and can use his 
influence to ensure that those whose work is done mostly 
in hospitals shall have opportunities for studying maternity 
and infant welfare work in the homes of the people. He 
can, and I think he should, seek opportunities for co- 
operating in the very important work of antenatal clinics, 
particularly (1) in regard to the education of young mothers 
in respect of infant weifare, and (2) to encourage breast- 
feeding, as Professor Gaisford suggested at the 13th Congress 
of Obstetricians and Gynaecologists at Leeds in 1952. 

But the heart of the matter is this, that the paediatrician 
is now recognized as a full member of the team concerned 
with maternity and the aftercare of the baby; his future 
scope is immense, and he is anxious to give his best services. 


Summary 

The status of newly born babies has been rising 
steadily for many years, and this movement was greatly 
accelerated when pathological studies of stillbirths and 
neonatal deaths were vigorously undertaken during the 
first two decades of the present century. 

The appointment of paediatricians to the staffs of 
maternity units has already yielded valuable results and 
is likely to be even more fruitful in the future. 

The loss of infant life by stillbirth and neonatal death 
is still considerable (27,794 in 1953) and should receive 
fuller attention, along with the problems of morbidity 
in the neonatal periods. 

The pressure under which maternity units are work- 
ing at the present time presents dangers so far as the 
babies are concerned. Questions such as the accommo- 
dation and nursing care of the babies need careful study 
if the incidence of neonatal infection is to be reduced 


_and its spread more effectively controlled. © 


The proper treatment of the premature baby requires 
special provision in maternity un‘ts, and adequate 
arrangements for the domiciliary care of those that do 
not require admission to a ward for the premature. 

More should be done to give expectant mothers train- 
ing in mothercraft, and to advise them in regard to diet, 
hygiene, preparation for breast-feeding, etc. Paediatri- 
cians are well equipped to assist in this service. 


In studying the causes of stillbirth an 

it is essential that each case should be couse Aer 
by obstetrician, pathologist, and paediatrician, ae 
in mind that several causes may operate inane 
or in succession. These causes may be prim wy 
maternal, paternal, placental, or foetal, Concl — 
based upon studies made mainly from one — 
whether obstetrical, patholog'cal, or paediatric, are 
to the criticism of over-simplification. In each cana 
stillbirth or neonatal death it is necessary that an pres . 
aetiological “ priority order” should be reached _ 
if, as is reasonable, the conclusions are to be of val 
in preventing morbidity as well as mortality in yo Z 
infants the studies should not be restricted to the st 
natal period and the first week after birth, but should 
include the whole of the neonatal period. 


I wish to express gratitude to my colleagues Drs. J, D Ha 
F. P. Hudson, and Anne McCandless, who have paediatric ¢ , 
in three of the Liverpool maternity units; and to Sir Art} 
Gemmell, President of the Royal College of Obstetricians and 
Gynaecologists; Professor D. Baird; Dr. J. A. Scott Medical 
Officer of Health, London County Council; Dr. Dorothy Tayler 
Ministry of Health; and Professor Andrew Semple Medical 
Officer of Health of Liverpool, and Dr. Vida Stark, for thei 
assistance. 
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RAUWOLFIA IN HYPERTENSION 


— 
ORAL PREPARATIONS OF RAUWOLFIA 
SERPENTINA IN TREATMENT OF 
ESSENTIAL HYPERTENSION 


BY 


LOCKET, M.B., M.R.C.P. 
Senior Physician, Oldchurch Hospital, Romford, Essex 


The older Indian literature records the liberal use 
over several centuries of preparations of the roots: of 
Rauwolfia species, and particularly Rauwolfia serpentina, 
for the treatment of dysentery, snakebites, and fever 
(? malaria). In more recent times these preparations 
have been used in India as sedatives and also for in- 
somnia and insanity. By the end of the seventeenth 
century this use of rauwolfia root as a sedative had 
apparently reached Europe. The genus Rauwolfia 
belongs to the Apocynaceae and contains some 40 to 
50 species, but R. serpentina, a large twining shrub 
found in India and Malaya, appears to be the main 
member used for these purposes, and it is therefore 
this plant whose roots were credited with all these most 
desirable qualities. 

Preparations of these roots of R. serpentina were 
found to have definite hypotensive properties when 
tried in animals (Chopra et al., 1933) in addition to 
producing hypnotic and sedative effects.’ This hypo- 
tensive action on the blood pressure has apparently 
been confirmed in varying degree in hypertensive 
patients (VakiJ, 1940, 1949; Bhatia, 1942; Wilkins 
and Judson, 1953; Ford ef al., 1953; Arnold and 
Bock, 1953; Klausgraber, 1953; Joiner and Kauntze, 
1954). 

The hypotensive and hypnotic action of preparations 
of R. serpentina root would appear to reside in the 
content of alkaloids, of which some 15 have so far 
been isolated, two of the most active of these being 
rescinnamine and reserpine, ester alkaloids chemically 
related to yohimbine, differing only in the acid moiety 
(trimethoxycinnamic and trimethoxybenzoic acid). ' Re- 
serpine makes up about 0.1% of crude preparations, 
and would seem in man to be more likely to cause 
drowsiness and, diarrhoea than rescinnamine. In dogs 
it has only half the hypotensive potency (Cronheim 
and Toekes, 1955), but there is a marked variation 
in relative activity of these alkaloids in different animal 
species. There would also appear to be at least one 
other, as yet unidentified, highly active alkaloid in the 
crude extract. 

Since, experimentally, rauwolfia does not. interfere 
with transmission at the autonomic ganglia and in 
therapeutic dosage is neither adrenolytic nor sympa- 
tholytic, it has been suggested that the hypothalamus 
is the site of its activity, but this has not bee 
proved. ; 

Our past experience when using recommended hypo- 
tensive agents given by mouth for the treatment of 
essential hypertension had been most unsatisfactory. 
When rauwolfia became available two years ago it was 
therefore decided that a carefully controlled trial was 
essential. A prolonged period of observation by obser- 
vers, if possible unchanged during the trial, of a suit- 
able series of hypertensive patients in need of treatment, 
using each patient as his own control, would, it was felt, 
be most likely to yield results of any value at this stage 
of our knowledge of the treatment of hypertension. 


group of 39 severely hypertensive patients (38 of whom 
had essential hypertension) treated for a minimum period 
of six months and a maximum period of 20 months with 
rauwolfia (“ rauwiloid ”’). 


Type of Hypertensive Subjects Participating and Nature 
of Drugs Used 

The trial was confined entirely to out-patients who were 
fully ambulatory. So far as was practicable every patient 
was seen at least once every two weeks, but many were seen 
far more often, though in some cases these intervals had to 
be increased. When ill-health caused a patient to take to 
bed or be admitted to hospital, he or she was immediately 
excluded from the trial from that date, the information then 
available being used, however, in arriving at our conclusion. 

Every patient observed had a minimum diastolic pressure 


- when attending the out-patient department of never less than 


130 mm. Hg (see Table). No patient was used in this parti- 
cular trial who had been known to us for less than six 
months, and some had been under our observation for 
several years, a few having participated in our early trials 
with the oral administration of methonium compounds 
(Locket et al., 1951, 1952). 


All the patients (except one) were suffering primarily, so 
far as could be judged clinically, from essential hypertension, 
and none came into the category of labile hypertensives. 
So far as possible, all cases of severe renal insufficiency from 
any cause, or any cause of hypertension other than essential 
hypertension, were excluded. Renal insufficiency developing 
during the trial did not exclude the patient. 

The 39 patients (see Table) consisted of 31 females, 
average age 55 (range 34-72) and 8 ‘males, average age 47 
(range 37-64). 

Each patient on attending the out-patient department was 
given a number by which he was identified to the dispensary 
during the trial, the numbers being consecutive. According 
to the number of the patient, using a chart of random 
numbers, the pharmacist, Mr. Williams, prescribed either 
control tablets or active drug. At some time later during 
the course of the trial the patient was changed from active 
drug to control tablets, or vice versa. At no time were 
any of the clinicians or patients concerned in the trial in- 
formed whether the participant was receiving dummy (con- 
trol) tablets or active drug. ; 

In the first ten months of the trial the active preparation 
used was total root extract (1,000 mg. daily). Since then 
(January, 1954) we have used total active alkaloids (8 mg. 
daily). We began this trial with the oral preparations known as 
rauwiloid, and these have been used consistently. However, 
when the trial was well under way we included some patients 
receiving other varieties of rauwolfia, with little apparent 
difference. Sixteen consecutive patients in addition received 
8-10 mg. of Veratrum viride extract (“veriloid”) daily, 
during their entire observation period—that is, both with 
control tablets and with active rauwolfia. 

In some patients, owing to the persistence of certain symp- 
toms (later proved to be due to the drug), it was thought 
advisable_to reduce the dose to 500 mg. of total rauwolfia 
extract, or 4 mg. of total active alkaloids, and occasionally 
even to stop this medication entirely. The clinician never- 
theless, though suspecting that he was in these cases giving 
active drug, did not know this for certain until the final 
analysis. 

Since we could detect little difference in hypotensive effect 
between 500 and 1,000 mg. of total root extract or between 
4 and 8 mg. of total active alkaloids (nor between total 
extract and total alkaloids), the results of both alkaloids and 
total extract are considered together. 


Method of Classification of Data 


In assessing these results the initial observations were 
confined entirely to the level of the blood pressure, using 
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Certain Important Features of Cases Treated ; Drugs Used in Treatment, and Results of Treatment on Height of Blood 


Pressure 


Case 
No. 


Average Blood Pressure and 

Range During 3 Months 

Without Treatment Before 
Start of Trial 


Diastolic 


(mm.Hg) 


(Months) 


160 
150-210 


+ 


20 


S Ba 


upper figure in columns 3 and 4 records the average untreated blood 


.F. = Left ventricular failure. A. of E.= 


Angina of effort. Int. C. 


oO 


| 
4 Sex Albuminuria | Period Associated | 
Papilloedema + = Present Observation Cardio- on Height 
|| and + =Present — = Absent in this vascular Drugs Blood Pressure m4 
Age —=:Absent | + =Occas. Trial Renal Received Treatment wich 
Systolic present Disease Rauwolfia 
(mm.Hg) 
1 $7 260 + + = RE 3 
245-300 + || RA 
2 56 260 + 145 - + d A. of E. RE 7 
230-280 135-150 4 
3 56 250 160 + + i L.V.F. RE s 
220-270 150-170 RA 
4 34 210 135 7 RE 
190-230 130-145 : ¢ 
$ 53 210 135 a + 18 L.V.F, RE A | 
180-220 130-140 RA 0 
6 537 250 145 - - A. of E. RE A 
240-260 140-150 RA 
I 7 6l 260 145 - + Int. C. RE G 
230-290 135-160 RA 
8 56 260 150 + + Ret. haem. ; RE A 
. i 230-280 140-160 Cere. thr. 
9 58 220 135 - - Ret. art. RE A 
200-240 130-140 thr. 
0 $2 275 135 RE 
260-300 130-140 
il 44 270 150 RE A 
240-300 + 145-160 
| 12 52 250 150 + + _— RE Oo 
220-260 140-160 
| 13 50 260 + 150 + + 17 — RE re) 
245-300 + 140-160 Vv 
14 58 250 135 - + 7 A. of E. RE G 
230-270 130-150 
1s 54 230 135 ~ + 17 Cereb. RE G 
| 200-280 135-165 dementia show's fill BY 
| ‘ without Teceiving 
Tauwolfia 
17 64 220 140 15 RE 
200-230 130-150 Vv 
18 $2 200 135 -- + 16 Mitral RE Oo 
180-220 130-140 stenosis Vv 
. 19 F 538 260+ 155 - + 16 L.V.F. RE Oo 
240-300 140-160 
20 F 41 260 170 7 Cereb. RE O Received active 
150-280 150-180 thromb. v drug suring entire 
Period death 
I 21 F 63 270 135 _ - i4 A. of E. RE A 
260-300 130-140 Vv 
22 F 42 290 + 165 + + 18 Cereb. RE O No response either 
280-300 + 140-185 thromb. RA with apresoline and 
Vv pentolinium +rav- 
wolfia + veriloid 
23 F 6i 230 140 6 
200-240 130-145 
24 F 55 270 . 145 - + 13 A. of E, RE A o— 
240-300 + 130-170 “ 
25 F 62 235 135 _ — 12 A. of BE. RE A 
220-240 130-145 
26 F 40 245 150 oa 6 Cereb. Vv 10) 
230-300 140-175 thromb. BE 
- 27 F 4 210 140 - + 8 -— RE O No response with mnt 
i 190-220 130-150 Vv apresoline added. 30 
| ‘ Had chronic = 
ritis and died 
on active drug 
| 28 M 5O 195 135 10 RA A ne 
190-210 130-140 Vv 
29 F 64 250 140 - + 8 Ret. art. RA S+mephenesin daily 
150-300 135-165 thromb. emytal 
30 F 4 260 140 - 4 L.V.F. RA 
; 250-290 135-160 A. of E. 
31 M 47 230 140 10 RA G 200 
210-250 135-165 
32 F 5%6 260+ 160 + 7 L.V.F. RE A 
260-300 + 150-170 RA : 
} 33 M 37 250 160 + + 8 -- — O Also receiving mas- 
200-230 150-180 sive oral doses of 
pentolinium and 
apresoline 
34 F 42 7 O Bilateral sympath 
200- ectomy between 
and 
trial, with no effet 
35 F 55 210 140 _ ~ 9 — RA A 
200-240 130-150 
% F 64 260 140 = + 6 — RA S 
230-290 135-145 ‘ 
37 F % 210 130 — 6 A. of E. RA s 
200-240 130-135 
38 F 230 140 6 RA 
270-210 130-160 
39 F %4 250 135 a + 6 Ret. art. RA s 
270-240 130-160 thromb. 
' The -pressure level, and the lower two figures the range. 
cotasicophe, Cerebral thrombosis. RE Rauwotfa total root 
RA-= Ravwolfia total active alkaloids. V= Veratrum viride extract. O=No hypotensive action. —— fall 10-20 mm. Hg. A = Appreciable—it, 
fall more than 20 mm. Hg. G=Good—ie., fall to below 100 mm. Hg diastolic and in excess of 30 mm. 
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. to divide the patients into several separate categories. 
- then attempted to observe the relationship, if any, be- 
We these blood-pressure categories, the patient’s symp- 
toms, and any objective findings. In this trial, laboratory 
and other investigations were those essential for the diag- 
nosis, observation of progress, and treatment Of any case 
of hypertension of this degree of severity. 
We were mainly concerned with the level of the diastolic 
since there is far less spontaneous variation in the 
here level than in the systolic in these hypertensives. 
Also, the future expectation of trouble for these patients 
depends upon the height of the diastolic pressure. 
All readings were obtained with the patient sitting. In 
every case where these showed a fall or rise in excess of 
10 mm. Hg. from earlier pre-trial readings, they were checked 


on both arms by more than one observer. 

The patients were divided into four groups according to 
the recorded fall of diastolic blood pressure. These were : 
0 = no fall; S = slight consistent fall—that is, 10-20 mm. 
Hg; A = appreciable fall, greater than 20 mm. but not 


falling below the level of 100 mm. Hg; ahd G = fall to a 
level consistently below 100 mm. Hg, and the fall was there- 
fore always in excess of 30 mm. Hg (see Figs.). 


Results 


Of the 39 patients, 16 showed no consistent fall in diastolic 
blood pressure, 7 a slight fall, 12 an appreciable fall, and 4 a 
fall to below 100 mm. Hg. Of the 16 patients with no 
consistent fall in blood pressure, 4 had during the entire trial 
received either the control tablets alone or with extract of 
Veratrum viride, but never an active rauwolfia preparation. 
In the other 23 cases (except for one case in group A receiv- 
ing extract of V. viride only) the fall in blood pressure 
occurred only whilst the patient was receiving the active 
rauwolfia preparation. When the patient was transferred 
to the control tablets the blood pressure, after a brief 
interval, began gradually to rise (see Figs.), and, similarly, 
transfer to active tablets resulted in a fall. Of 34 patients 
receiving active rauwolfia tablets at some period during this 
trial, 22 (67%) showed a fall in blood pressure of varying 

degree (slight in 21%, appreciable 


Lid in 34%, and good—that is, to be- 


ab 


low 100 mm. Hg—in 12%) whilst 
actually taking the active prepara- 


tion and not when on the control. 


The combination of V. viride 


extract and rauwolfia gave 6 


patients out of 13 who showed a 


hypotensive effect, as against 16 


patients who showed a fall in 


blood pressure out of 21 receiving 


rauwolfia without additional V. 


viride extract. Nevertheless, the 


only patient in the trial who 


showed an appreciable fall in 


blood pressure without rauwolfia 


was actually receiving V. viride 


extract, and two of the four 


patients (see Fig. 2, Cases 14 and 


15) in whom the diastolic blood 


pressure fell to below 100 mm. Hg 


were receiving both rauwolfia and 


extract of V. viride. It will be seen 


that the fall in blood pressure in 


Case 15 antedated the use of 


1952 os 


Fic. 1.—Graph of Case 7. 


MAM 195! 1953 


rauwolfia slightly, and with cessa- 
tion of active drug rose slowly to 
a lower level than the control. 
This most satisfactory result, too, 
may be partly due to the V. viride . 


extract. 


The average age of patients who 


failed to respond to rauwolfia was 


50 (range 34-64), whereas the aver- 


age age of all patients who re- 


sponded was 56 (range 44-64). Of 


the eight males, seven received 


rauwolfia and six (average age 55.2 


years) showed a hypotensive effect 


(S, 1; A, 2; G, 3). Three of the 


seven males were receiving V. 


viride extract with the rauwolfia. 


Of the 31 females, 27 received 


rauwolfia, and of these 15 (average 


age 56.6 years) showed a hypoten- 


sive effect (S, 6; A, 9; G, 1). Of 


these 27, 10 were receiving extract 


of V. viride. The average age of 


the 11 females who did not re- 


spond to rauwolfia was 48.3 years. 


Albuminuria in varying degree 


was present in 50% of patients in 


each of the four categories; but of . 


J A MAMJ 


1954 1953 


Fic. 2.—Graphs of Cases 14 and 15. 


10 patients showing papilloedema 
6 were in group O, 3 in group S, — 
and only 1 in group A. 
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There were 8 patients who at the beginning of this trial 
were complaining of angina of effort—1 each in groups O 
and G, 2 in group S, and 4 in group A. 

Four deaths occurred during the trial. One patient 
aged 48 who died of uraemia due to chronic nephritis (the 
only nephritic in the series) failed to show any hypotensive 
response and was actually receiving active drug at the time 
of her death. Two other deaths occurred in women aged 41 
and 40, from cerebral haemorrhage, and one of these was 
receiving the active drug at the time of death. The fourth 
patient, a man aged 56, died of a dissecting aneurysm whilst 
receiving the control tablets. 

In no case did we find a precipitate fall in blood pressure 
associated with circulatory symptoms due to hypotension 
which is said to occur due to “ hypersensitivity " to the drug, 
and no patient developed postural hypotension. 

In every case in which the patient responded to the drug 
there was a delay in the onset of the hypotensive effect, 
usually of 7 to 14 days, but occasionally as long as four 
weeks elapsed before the fall in blood pressure began. In 
about half the patients several further weeks on active drug 
were necessary before the diastolic blood pressure reached 
its lowest level (see Figs.). Stopping the active drug resulted 
in a gradual rise of blood pressure level in every case (see 
Cases 14 and 15, Fig. 2), but again, though in most patients 
one to two weeks elapsed before the blood pressure reached 
its previous height, in three patients (two receiving V. viride 
extract) it took at least six to eight weeks for this to happen. 


Side-effects 

Side-effects were seldom severe enough to necessitate 
cessation of treatment, though they occurred in more patients 
than we had been led to believe from reading the published 
clinical results (Klausgraber, 1953 ; Meilman, 1953a, 1953b ; 
Vida, 1952). Many patients, while complaining, for example, 
of diarrhoea, would nevertheless state that they felt better 
than ever before. 

Though within the limits of our trial there was little differ- 
ence in the hypotensive effects using 4 or 8 mg. of total 
alkaloids, or alternatively 500 or 1,000 mg. of crude extract, 
we noticed an appreciably higher incidence of undesirable 
side-effects with the larger doses. Side-effects, nevertheless, 
occur at all therapeutic dosage levels. 

Depression was complained of by 5 patients (15%), and 
in fact one patient who had been receiving the active drug 
for nine weeks with no effect on her blood pressure was 
admitted to hospital as a case of attempted suicide from 
coal-gas poisoning. Nine patients (26%) complained of 
one or more of the following, though rarely in any severe 
degree—namely, fatigue, lack of energy, drowsiness and 
muzziness, loss of interest, loss of libido (one male), feeling 
“strung up inside,” and vague general malaise. These 
symptoms did not bear any relation to the hypotensive effect 
of the drug, occurring relatively as often in those who failed 
to respond as in those who responded adequately. 

Three patients complained of flashing lights in their field 
of vision, and in one of these patients this was followed by a 
period of amaurosis lasting two or three minutes. Another 
patient had several brief episodes of amaurosis lasting less 
than a minute. In all four patients eventual transfer to the 
control tablet produced complete relief of these visual 
phenomena. 

A complaint of buzzing or fullness in the head was made 
by five patients (15%). Nasal congestion was complained of 
by five patients (15%), but response to an antihistamine 
occurred in only two of them. 

Three patients complained of nausea and vomiting (one 
of these was also receiving V. viride). Diarrhoea occurred 
in eight patients (24%), necessitating cessation of treatment 
in two and halving of the dose of drug in two. 

‘In four cases the side-effects were severe enough for it 


' to be necessary to discontinue the drug (two patients with 


depression and two with diarrhoea). One patient in fact 
felt so depressed at work, which he had previously enjoyed, 


‘ response occurred in males, and in the older hyper. 


that he wished to change his job. Within two Weeks 
po! was happy and contented again, 
th patient, admitted as a case of attempt Suicide 
the drug discontinued. — hac 
Increase in weight and in appetite occurred three ti 
often in the group when on the active drug, and toe 
gained over | stone (6.4 kg.) in weight during five months 
the drug. On the other hand, one patient who gained te 
1 stone (6.4 kg) in eight months never received any canal 
during this period. 


Conclusions and Summary 

In a carefully controlled series of 39 severe Cases . 
hypertension (38 with esssential hypertension and } oa 
nephritic hypertension) treated for 6 to 20 months with 
rauwolfia preparations, we found a definite Consistent 
fall in blood pressure in 67% of cases when a 
receiving active preparations of R. serpentina, In mox 
cases there was a proportionate fall in both systolic ang 
diastolic blood pressure, but in several the fall in the 
diastolic appeared to be relatively greater than in the 
systolic. The fall was slight (10-20 mm. Hg diastolic) 
in 21% but appreciable or marked in 46% (greater than 
20 mm. Hg diastolic), and in four patients the diastolic 
blood presure fell to below 100 mm. Hg. Within the 
limits of dosage set by this trial, and contrary to some 
other published work (Meilman, 1953a, 1953b ; Wilkins 
and Judson, 1953), these results did not appear to be 
appreciably contributed to by the continued simultaneoys 
administration of oral preparations of V. viride extract 
in 13 cases, by hydrazinophthalazine in three cases, of 
by pentapyrrolidinium bitartrate in two cases, The use 
of V. viride extract seemed, however, to delay the rise 
of blood pressure, on stopping the rauwolfia. There 
was suggestive evidence to indicate that the better 


tensive patients with arteriosclerotic manifestations, 
rather than the younger patients, and also that the 
presence of papilloedema usually meant that those 
patients would not respond to this drug, or only slightly, 

All patients with angina of effort found it necessary to 
continue t6 use nitroglycerin, even though in one case 
the blood pressure dropped to normal figures. There 
was certainly no worsening of the pain in either its 
severity or its frequency, but there did not appear to 
be any real alleviation either. ' 

The presence of albumihuria in varying degree did not 
significantly affect the hypotensive response. 

There was no evidence in this series to suggest that 
only the mild, labile, or relatively symptomless cases 
respond. Quite severe cases (as judged by the blood- 
pressure level), symptomatically incapacitated, frequently 
responded better than the symptomless and often les 
severely hypertensive patients. Many symptoms re 
sponded well to treatment,-but in a way more closely 
allied to reassurance than to actual specific drugs. 

The cessation or amelioration of complaints of head- 
ache (but not the severe occipital headache often made 
worse by reclining), palpitations, precordial discomfort 
(frequently occurring at rest and not resembling angina 
of effort), vertigo, and tinnitus occurred in 80% af 
patients with and without active drug, and appeared 
to be related to the interest shown in their illness rather 
than the actual fall in blood pressure. Subjective 
symptomatic relief and objective improvement in blood 
pressure levels did not show the close parallel that might 
be expected. 

It was also our impression that, contrary to the usually 
accepted belief, once the patient was aware that he had 
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$13 


. 
“raised blood-pressure” repeated visits to hospital 


ue blood-pressure measurements reassured him quite 


iderably. . 
vm were not particularly impressed by the sedative 


or so-called * tranquillizing ” action of the drug when 


given in the doses used by us. 

From our experience in this clinical trial we felt that 
this was by far the most effective and useful orally 
administered agent for reducing blood-pressure which 
we have yet used. In our opinion this substance is fully 
worthy of a trial in every case of essential hypertension 
in which treatment is thought to be necessary. The 
severe cases, which always need treatment, are as likely 


to respond as the mild. 


| am grateful for the constant help I received from my house- 

ysicians and registrars, Mr. Williams, the hospital pharmacist, 
and the staff of the dispensary, as well as from Sister Wills and 
the nursing staff of the out-patient department of Oldchurch 
Hospital, while making these observations. This work would, 
however, never have been possible had it not been for the willing 
and active co-operation of all the hypertensive patients who have 
participated. I wish to thank Mr. J. A. Lumley and Riker 
Laboratories Ltd. for providing an adequate supply of rauwolfia 
extract and, later, total active alkaloids, control tablets, and 
Veratrum viride extract which enabled this work to be carried 
out. Finally, I am indebted to Dr. W. S. M. Grieve for many 
discussions and criticisms, and to my secretary, Mrs. E. D. Price, 
for her patience and excellent secretarial assistance. 
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RESERPINE IN HYPERTENSION 


INDER SINGH, M.B., B.S., F.R.F.P.S., M.R.C.P.Ed. 
Lieutenant-Colonel, 1.4.M.C. 


Reserpine (“serpasil ”) is a colourless, crystalline, ester- 
alkaloid derived from the roots of Rauwolfia serpentina, 
crude and unstandardized preparations of which have 
been used in the treatment of hypertension for the past 
20 years or so. It has a melting-point of 266 to 270° ©. 
and its empirical formula, C,,H,,O,N,, contains a 
pentacyclic nucleus. 

It is claimed that reserpine is a single entity and does 
not produce any of the undesired, effects of the unknown 
alkaloids of the whole root, but possesses only its seda- 
tive and antihypertensive actions. The fall in blood 
pressure is characterized by a gradual beginning and a 
prolonged duration, and occurs in about two-thirds of 
all cases of essential hypertension, and may occur in 
renal hypertension and hypertension associated with 
hyperthyroidism. The desired effect is obtained even 
i severe cases and in cases of hypertension which have 
remained at a fixed level for a considerable time. 

The fall of blood pressure is sustained, so that sharp 
fluctuations do not occur, and the effect may not dis- 
appear for several weeks after the drug has been dis- 
continued. Experiments in anaesthetized cats show that 


the hypotensive effect cannot be increased beyond « 
certain point despite the increase in dosage. This is 
taken to suggest that the drug acts mainly by protect- 
ing from abnormal tensive stimuli the autonomic nerve 
centres which regulate blood pressure. Postural hypo- 
tension has not been observed. 

The fall in blood pressure is always associated with 
slowing of the pulse rate and, in some patients, with 
improved cardiac output. The depth of respiration is 
somewhat increased, but the rate remains more or less 
unaltered. Intestinal motility is increased in dogs but 
not in monkeys or rats. Diarrhoea may occur in human 
beings. 

Reserpine produces a pronounced central sedative 
effect in cats, rabbits, and dogs. The animals remain 
quiet and sleep unless disturbed. The sedative effect is 
not a narcotic effect, and no electroencephalographic 
changes have been recorded in rais. It also doves not pro- 
tect against convulsant drugs. In man the lethargy is 
easily counteracted by caffeine or dextro-amphetamine 
sulphate in small doses. It occurs generally in the earlier 
stages of administration of larger doses, but even then 
it usually abates with time. Lower maintenance doses 
are well tolerated. In most patients there is subjective 
improvement associated with a sense of well-being. 

The minimum lethal dose in rabbits and rats is about 
10 mg. per kg., whereas its pharmacological effects are 
noticeable with doses of 1 »g. per kg. daily for five days. 
Thus the drug in recommended dosage (see below) has 
a wide margin of safety. In rabbits the prolonged 
administration of 0.1 mg. per kg. daily for 12 days or 
on alternative days for 24 days did not produce any 
changes in the heart, spleen, liver, kidneys, adrenals, 
stomach, or intestines. Side-effects in human beings 
with recommended dosage are mi'd and tolerable. 
They consist of nasal congestion—which is relieved by 
local vasoconstrictors—nausea, anorexia, more frequent 
or looser stools, headache, dizziness, heaviness of legs, 
and urticaria, which is relieved by antihistamines. 

The initial therapeutic dose is 0.25 mg. three or four 
times daily, and is continued till the blood pressure 
falls. This occurs after a latent period, and the cause 
of delayed action is not known. Massive doses as used 
in acute experiments are not recommended. Subse- 
quently the daily maintenance dosage may be 0.1 to 
1 mg. Patients do not develop tolerance, and with- 
drawal symptoms do not occur. The drug is not habit- 
forming and there are no known contraindications to 


its use. 
Literature 


Recent clinical reports substantiate the above claims to 
varying extent. Lé6ffler et al. (1953), using reserp:ne in doses 
varying from 0.75 to 1.5 mg. a day on 51 hypertensive 
patients, found that its hypotensive effect was insignificant ~ 
in 27 and the blood pressure actually was higher than before 
in 6. In 14 the lowered pressure lasted only 12 days in 
spite of continued dosage, and in only 4 was the lower 
pressure sustained throughout the period of observation in 
hospitat.” Increase of dosage above 1.5 mg. a day did not 
increase the hypotensive activity, but it increased the inci- 
dence and severity of side-effects: 17 felt fatigued, 11 
were depressed, 8 complained of heaviness of the limbs, 
5 saw flickers in front of the eyes, 2 had bradycardia, 2 
became mentally excited, 1 complained of dryness of the 
mouth, and 1 had miosis. 

Vakil. (1953) treated 25 cases with 0.5 mg. twice a day 
after meals for four weeks followed by a similar two-weeks 
course after an interval of a fortnight. After four weeks’ 
treatment the systolic pressure dropped by 25 to 68 mm. Hg 
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in 11 cases, by 10 to 24 mm. in 7, and by less than 10 mm. 
»in 3. In 1 case the systolic pressure was unaltered and 3 
showed a rise of 2 to 16 mm. In 5 cases the diastolic pres- 
| sure dropped by 15 to 26 mm., in 12 by 5 to 14 mm., and 
in 2 by less than 5 mm. Hg. In 2 cases it was unaltered 
and 4 showed a rise of 2 to 8 mm. During the two weeks’ 
cessation of treatment, in 2 out of 19 cases the blood pres- 
sure fell further, in 9 it continued to remain at the lowered 
level, in 7 it rose but remained below the pre-treatment 
level, arid in I case it returned to the original. 

During the second course there was a drop in systolic- 
pressure in 23 cases, but there was a rise in 2. There was 
a drop in the diastolic pressure in 21 cases, in 2 it remained 
) unaltered, and in 2 it was higher than before. Both the 

systolic and the diastolic pressures fell in 19 cases. In 1 
case, however, the systolic pressure rose and the diastolic 
pressure fell ; the opposite occurred in another case. Four 

cases responded well to the first course but did not respond 
| to the second; the opposite occurred in 2 cases. Side- 
effects were mild and infrequent : 4 had weakness, 3 suffered 
from excessive drowsiness, 2 had diarrhoea, 2 complained 
| of anorexia, 1 had nasal congestion, 1 had frontal head- 
ache, and in | the existing vertigo was aggravated. Vakil 


concluded that a good result was likely in one-half to two- 

thirds of cases of systolic hypertension under 200 mm. Hg, 

and in practically all cases with pressures above 200. 

Doyle and Smirk (1954) found that single doses of 2 or 

1 3 mg. of reserpine by mouth produced a significant fall of 


‘ 


blood pressure about four to six hours later. In 6 out of 9 

patients the systolic pressure fell by 40 mm. Hg and the 
| diastolic by 20 mm. or more, When 2 or 3 mg. was given 

thrice daily the blood pressure fell on the first or second 
| day in 16 out of 20 patients. In all of these 16 cases the 
: systolic fall was over 40 mm. Hg, and in 12 of them 

it was over 60 mm. The diastolic fall was over 25 mm. 
in 17 out of 20 cases, and more than 45 mm. in 7 of them. 
Some of the lowest pressures recorded were well below the 
basal blood-pressure levels. Slight postural hypotension was 
noticed when the blood pressure had fallen to normal or 
below normal levels. After discontinuance of the drug the 
blood pressure continued to remain at a significantly lower 
level for 12 to 24 hours. With these large doses, however, 
side-effects were severe. Combination with hexamethonium | 
or pentolinium tartrate (“ansolysen”) gave an. additive 
effect, and the lowered blood pressure was more steady than 
with hexamethonium alone. 

Douthwaite (1954) treated 12 cases of chronic benign 
hypertension with basal blood pressures ranging between 
210/120 and 250/160 mm. They had symptoms of high 
blood pressure for five years or more and associated 

secondary cardiovascular changes; 2 had retinal haemor- 
rhages' and exudate. A sustained reduction of systolic 
pressure of 30 to 40 mm. and of diastolic pressure of 10 mm. 
was obtained with a daily dose of 4 mg. in 2 cases and with 
| a daily dose of 8 mg. in 8 cases. Doses of 16 and 8 mg. 
were ineffective in 2 cases. Bradycardia occurred within 
: three days of treatment, but had no relationship with blood- 
) pressure readings. With a daily dose of 8 mg. 2 cases 
developed coarse tremor with occasional twitching of limbs, 

~ chattering of teeth, and mental distress. 


Present Clinical Trial 

Reserpine was administered to 24 patients with benign 
hypertension and to 2 with malignant hypertension. In 
addition it was given to 1 case of hypertension associated 
with chronic nephritis, to 2 cases associated with advanced 
arteriosclerosis, to 1 case associated with thyrotoxicosis, 
and to 3 cases associated with severe anxiety state., 

One case of malignant hypertension and one case of 
chronic nephritis had advanced renal failure and character- 
istic changes in the fundus. The second case of malignant 
hypertension had early renal failure, tachycardia, cardiac 
asthma, and characteristic fundus changes.. Eleven cases of 
chronic benign hypertension had associated cardiovascular 
changes, five of them had albuminuria with slightly impaired 


-on the type of hypertension treated and individual SUuscepti- 


renal function, five had fundus 
suffered badly from cardiac asthma. and one 
Apart from two cases of malignant hypertensi 
case of chronic nephritis, all patients were a box 
went about their ordinary daily work. There x and 
restrictions in diet or salt intake. Blood-pressure readin” 
were taken immediately the patient reported at 
quentiy every five minutes till they were constant on 
least three readings. To begin with they were taken rts 
Later, when the patients .were stabilized, they were ih. 
twice or thrice weekly. taken 
All cases had already been under care for Periods vary; 
from two months to seven years. Their normal 
pressure variations were therefore known. All — 
treatment, if any, was reasonably discontinued bef 
reserpine was tried. The initial dosage was 0,25 
times a day for systolic pressures below 200 and 05 
three times a day for systolic pressures above 200. 7 


Results 
The effect of reserpine varied a good deal, and 


bility. The main results are summarized in Table L 


Taste 1.—Effect of Reserpine Treatment in Various Types of 


ypertension 
‘ Fall of B.P. below 
Type of Initial | No- 
B.P. Cases 145 | 160 | 170 | 185 ‘ 
90 | 100 | i10 | its (ue Ban 
95 11s} * | | 4] 4] 4 | O2t005 
180 200 
0 Tis 10 7 10 | 10 | 10 03 to! 
180 220 
iio 120 4 0 2 2 0 0-3 to 0-75 
Benign . 41170 240 
joo ~ 140 4 1 0 0 3 0-75 to 1-5 
210 260 
140 ~ 150 0 0 0 0 15 
|| 125 130 
165 250 
Malignant 110 ~ 150 2 0 0 0 0 15 
185 225 
Chronic nephritis Tio” i25 1 0 0 0 0 15 
165 265 
Arteriosclerosis 
767 95 2 1 0 0 1 0-75 
165 195 
Thyrotoxicosis .. 
85 95 1 0 1 0 0 05 
165 185 
Anxiety state .. | 3 | 1 | 2 | 0 | | 


* During periodic fluctuations the basal blood-pressure levels rose to 
220/110-120 mm. Hg. 

Response in Malignant Hypertension and Chronic Nephritis 

With daily doses of 1.5 mg. it was not possible to lower 
the blood pressure appreciably in malignant hypertension 
and advanced chronic nephritis. The drop in systolic prev 
sure varied from 20 to,50 mm., and in diastolic pressure 
from 5 to 25 mm. But these readings were almost withia 
normal fluctuations before treatment, and the net drop did 
not exceed 20/10 mm. in any case. Gross fluctuations 
however, appeared to be less frequent. In all these three 
cases it was possible to maintain more or less a constamt 
blood pressure betweén 125/80 and 135/90 throughout the 
day along with hexamethonium bromide, 25 mg. inte 
muscularly three-hourly. With the same dose of hen 
methonium bromide alone the fluctuations were greater and 
tolerance was often produced, the lowest readings varyilt 
from 125/85 to 170/100. 

Response in Benign Hypertension 


In benign hypertension it was possible to bring the blood 
pressure to normal or within reasonable limits in less severe 
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HYPERTENSION 


Taste Il.—Effect of Reserpine Therapy on a Patient’s* Blood Pressure 


7| 8 9 | 10 u | 13 14 


$5 | 57 


ts | 16 | 17| 18 | 19 20 | 21 | 22 23 | 27}.29 | 33 36 | 40) 44 
5 


140} 140) 130} 135) 125 
95| 95 80 


3 mg. reserpine 


50 

120} 125] 125} 138] 125] 130) 125]150) 130|125|150 

20) 33] 85| 80] 90| 90/110] 85| 85] 90 90190 85] 90| 98 
ine daily : ; 0-75 mg. reserpine 


height from 190'100 te 1937115 mm. 

nic cases, whereas in the more severe and more 
rain apo the results obtained were similar to those 
obtained in malignant hypertension. Periodic fluctuations 
up to plus 45/20 mm. Hg continued to occur, and to keep 
the blood pressure at the lower levels the dosage had to be 
adjusted from time to time. In some individuals rises 
occurred at irregular intervals on any day for no obvi- 
ous predisposing cause (Table I). To these fluctuations 
the rises associated with the ordinary day’s work were 
additive. 

Sometimes fluctuations chiefly affecting the systoli¢ pres- 
sure also occurred when the patient was resting in bed. 
Owing to these variations it was impossible to record the 
basal blood pressure in such cases. These fluctuations during 


_ est were especially noticeable a few days before the blood 


pressure started falling and during the transition period, 
when it was actually falling. The systolic and diastolic 

ures were not necessarily always proportionately 
affected either during the transition period or finally 
when lowered—for example, a case with an initial blood 
pressure varying from 185/120 to 230/140 finally settled 
between 140/115 and 150/115, whereas another case with 
fluctuations between 170/110 and 185/110 settled between 
120/80 and 160/100. 

With the dosage employed the blood pressure started fall- 
ing between the fourth and the nineteenth day and continued 
to de so amidst variations till the lowest level for a particu- 
lar individual was reached. This took altogether from 9 
to 40 days. In 5 out of 24 individuals there was a further 
fall of blood pressure after it had been more or less constant 
for periods varying from 6 to 20 days. With the dosage 
used, however, readings below 135/75 were not obtained in 
any ease. Trials with higher doses at this stage were not 
undertaken. In seven cases which reached blood-pressure 
levels round about 120/80 the drug could be discontinued 
for 3 to 13 days before the blood pressure started to rise 
again. 

The time taken for the blood pressure to fall and the 
decision whether reserpine could be discontinued for a few or 
more days were dependent on individual response and were 
quite unpredictable. It certainly did not depend on the 
initial blood-pressure level or the duration of the blood pres- 
sure, the emotional set-up of the individual, or his weight, 
age, or sex. For example, in a rather highly strung woman 
aged 34, who was known to have had hypertension for about 
two years, the initial basal blood pressure of 185/110 took 
19 days to drop to 160/100, 25 days to. drop to 130/90, and 
40 days to drop to 125/85-90 with reserpine 0.75 mg. daily. 
Reserpine was discontinued when the blood pressure was 
125/85-90, and she showed the first rise to 135/95 after 13 
days, On the other hand, a man aged 38 with a similar 
bleod pressure (180/110) for about the same duration, with 
the same dose, dropped to 130/80 in five days. He required 
4 Maintenance dose of 0.3 mg. of reserpine daily, but had 
a tendency to periodic rises every three to four weeks, 
during which he required a daily dose of 0.75 mg. The 
maintenance dose could not be omitted at all in this case, 
and a day’s omission caused an immediate rise to 150/95 or 
more. 

A case of myocardial infarction with two attacks within 
‘wo years showed a poor response to 0.75 mg. of reserpine 
daily for 35 days. His blood pressure, which was initially 
175/95 to 185/110, continued to fluctuate between 160/95 
and 175/105. 

In severe cases of benign hypertension in which reserpine 

Was not very effective in lowering the blood pressure, 


S.=Systolic. Diastolic. 
ight 198 7 “tren moderate cardiac hypertrophy and normal renal function. Fluctuations in blood 


combined therapy with phenobarbitone, mannitol hexanitrate, 
and hexamethonium had the following effects : phenobarbi- 
tone did not aid, mannitol seemed to help, but hexa; 

methonium compounds were very effective. In one case, 
in which the original basal blood pressure of 230/115 was 
reduced to 160/90 with reserpine, the equivalents were : 

0.25 mg. of reserpine six times daily equalled 0.25 mg. of 
reserpine plus 375 mg. of hexamethonium bromide three 

times daily, equalled 50 mg. of hexamethonium bromide 

intramuscularly four to six times daily, and equalled 750 mg. 

of hexamethonium bromide six times daily by mouth. 


Other Results 


Response in Arteriosclerotic Hypertension.—In arterio- 
sclerotic cases both systolic and diastolic pressures fell, as 
a result of which the pulse pressure still remained relatively 
high and symptoms such as giddiness, throbbing in the 
head, and insomnia, were only partially relieved. Day-to- 
day variations in pressure were greater than in cases of 
benign hypertension due probably to effects of arterio- 
sclerosis itself. 

Response in Hypertension with Anxiety State.—In hyper- 
tension associated with anxiety state gross daily fluctuations 
were mostly controlled, but maintenance doses were rela- 
tively high. 

Effect of Ordinary Day’s Work.—The effect of an ordinary 
day’s work, so far as could be ascertained, showed that fluc- 
tuations in blood pressure were quite common when read- 
ings were recorded at different times of the day. The 
fluctuations affected the systolic as well as the diastolic 
pressures, and rises of 10-35/5—-20 mm. Hg were seen, The 
tendency was to revert towards the pre-treatment basal 
levels, although usually the rise was not so great. The 
effect of subsequent rest varied. Some patients took a few 
minutes to return to pre-exertion levels, while others took 
two to three hours. For example, a man of 39 suffering 
from chronic benign hypertension of six years’ duration 
with lowest pre-treatment basal blood pressure of 175/110 
and with lowest basal blood pressure of 130/95 under 
reserpine, 0.75 mg. daily, showed rises up to 165/110, which 
took nearly three hours to revert to 130/95, whereas a 
woman of 45, suffering from chronic benign hypertension 
of about seven years’ duration with lowest pre-treatment 
basal blood pressure of 170/120, and with lowest basal 
blood pressure of 130/90 under the same dose of reserpine, 
showed rises up to 140/110, which took only five minutes to 
revert to 130/90. 

Effect of Standard Exercise——In those patients who re- 
verted to the pre-exertion levels within a few minutes of a 
standard exercise-tolerance test, reserpine per se did not 
influence the types of responses to exercise. The responses 
depended entirely on the blood-pressure levels. As the 
blood pressure fell the patterns described by Fowler and 
Guz (1954) progressively reverted towards the normal (see 
Table ITI). 

Postural Hypotension—Some degree of postural hypo-, 
tension was present in nearly all patients, especially those 
with systolic blood pressure above 200 who received 
reserpine 1.5 mg. daily. The maximum difference recorded 
between pressures taken lying supine on a bed and sitting 
up on a chair was plus 20/15 mm. Hg. Under the influence 
of 1/50 gr. (1.3 mg.) of atropine intravenously this effect 
was abolished. But the change affected mostly the diastolic 
pressure, which rose to pre-treatment or almost pre-treat- 
ment levels. Thus in one case the blood pressure rose from 
220/100 before atropine to 220/120 after atropine. 
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Taste III.—Responses to Standard Exercise at Various Blood- 
ressure Levels in a Case of Chronic Benign Hypertension 
nder Reserpine Treatment 1.5 mg. Daily. Blood-pressure 

Readings were Taken in Supiné Position 


B.P. Levels at One-minute Intervals 
Initial B.P. Level - 

0 1 2 3 4 5 6 7 
225 195 | 205 | 235 | 230 | 225 | 220 | 215 | 210 
joo” | | | 100 | “OS 95 | TOS | 100 
190 215 | 215 | 220 | 212 | 200 | 192 | 185] 185 
| TOO | 100 | TOO | “95 | “95 | “95 | “95 
160 195 | 190 | 180 | 175 | 165 | 160 | 155] 155 
95 | “90 | 85 | 85] 80 

Side-effects 


The severity of side-effects was a matter of individual 
tolerance and the dosage of reserpine used. Nasal conges- 
tion, anorexia, dryness of the mouth, depression, muscular 
weakness, heaviness of limbs, giddiness, diminished vision 
associated with miosis, and drowsiness occurred with vary- 
ing severity and frequency. They were more frequent and 
more pronounced when the dose of reserpine was above 
0.75 mg. daily. However, it was possible to tell the patient 
confidently that these would abate with time. With doses 
below 0.75 mg. daily, most patients could tolerate the drug 
comfortably after a few days, usually less than a week. A 
chronic alcoholic did not complain of any side-effects with 
1.5 mg. daily. 

Under the influence of the drug slowing of the pulse rate 
from 20 to 36 beats was a consistent finding. In seven » 
cases the pulse rate slowed down to between 46 and 52 a 
minute. In one case with a pre-treatment pulse rate of 
48 to 52, however, no further reduction took place. It 
increased with exercise, but remained relatively low. The 
bradycrotic effect was completely overcome by atropine, 
1/50 gr. (1.3 mg.) intravenously. This was less noticeable 
in the supine position and became maximum when the 
patient assumed the upright posture. The bradycrotic effect 
was also influenced by infection. In a patient who devel- 
oped pneumonia the pulse rate rose from 68 to 110 a minute. 

There was no direct relationship between the bradycrotic 
effect and the degree of fall of blood pressure. For 
example, in the case mentioned above, although the pulse 
rate remained constant between 48 and 52, the blood pres- 
.sure fell from 230/125 to 160/90 with reserpine, 1.5 mg. 
daily. This patient also complained of precordial discom- 
fort, which was not complained of before. An electro- 
cardiogram showed a prolonged S—T interval. This was also 
the only change in six other individuals with bradycardia. 
The second case of malignant hypertension mentioned 
above, however, developed a silent posterior infarct during 
the course of treatment. This may be a coincidence, but 
it does raise a point whether the excessive bradycrotic effect 
along with the fall of blood pressure favours coronary 
thrombosis. 

The excessive bradycrotic effect caused giddiness in three 
of the patients with pulse rates between 46 and 52. 

When the initial side-effects began to pass off all patients 
showed subjective improvement. Among the symptoms that 
were most relieved were headache, giddiness, insomnia, 
palpitation, and worry. The subjective improvement was 
not always related to fall of blood pressure or the actual 
state of the patient, but also appeared to occur indepen- 
dently of them. Thus a patient with malignant hypertension 
and another with severe chronic benign hypertension who 
died had felt well during reserpine treatment. A gratifying 
side-effect was relief from constipation. 


Conclusion 

Reserpine is a useful drug in the treatment of all types of 
hypertension. It lowers the blood pressure to normal or to 
within reasonable limits in all cases of less chronic and less 
severe benign hypertension, and the same effect may also 
be obtained in some of the more chronic and severe cases. 


In the remaining chronic and severe cases and in 

nant hypertension subjective symptoms and early . 
failure are relieved and treatment with hexamethonium ; 
facilitated. The blood-pressure readings are more rz “d 
and the dosage of hexamethonium is lowered. This Peed 
great advantage, as adverse effects of large doses of sal 
methonium are avoided. 


Summary 

Thirty-three cases of hypertension were treated with 
reserpine—24 had benign hypertension, 2 had malignant 
hypertension, 1 was associated with chronic nephritis, 
2 with arteriosclerosis, 1 with thyrotoxicosis, and 3 with 
anxiety state. 

Fifteen patients whose basal systolic blood pressure 
at the time of treatment was above 200 mm, 
were treated with reserpine 1.5 mg. daily. Eighteen 
patients whose basal systolic blood pressure was below 
200 were treated with 0.75 mg. daily. In the former 
group 2 patients were reduced to below 145/90, 5-below 
160/100, 7 below 170/110, and 10 below 185/115, jy 
the latter group 12 patients were reduced to below 145) 
90 and 18 below 160/100. 

More details in relation to previous fluctuations ang 
diastolic pressures are given in Table I. 

Lack of adequate response was associated with 
chronicity of hypertension and myocardial and/or 
renal failure. 

Periodic fluctuations up to plus 45/20 mm. Hg cop. 
tinued to occur, and required suitable adjustment of 
dosage. In some subjects irregular rises of blood 
pressure of about the same degree occurred on any 
day. Fluctuations chiefly affecting the systolic pres. 
sure occurred in some patients during rest, and it was 
not possible to record the basal blood pressure in them, 
Rises associated with routine daily work varied from 
plus 10-35 systolic to 5-20 mm. diastolic. The tendency 
in these circumstances was to revert towards pre 
treatment levels, but the rise was never so great. 

The blood pressure started falling between the fourth 
and the nineteenth days, reaching its lowest in 9 to 4 
days. Sometimes after being constant for a few days 
it fell further, but readings below 115/75 were not 
obtained. In some cases it was possible to discontinue 
the drug for 3 to 13 days before a rise started again. 

Some degree of postural hypertension was present in 
those who received reserpine in doses of 1.5 mg. daily. 

Appreciable additive effects with hexamethonium were 
obtained. 

Side-effects occurred with varying severity and fre 
quency, especially with doses above 0.75 mg. daily. 
Within a week or so, however, they either cleared or 
were tolerable. When the side-effects abated there was 
marked subjective improvement. in most cases. Const 
pation had a tendency to be relieved. , 

In some patients the bradycrotic effect was vety 
marked and precordial discomfort was. complained of 
Only a prolonged S-T interval was observed in the 
electrocardiogram. 

The bradycrotic effect was abolished by atropine, but 
exercise had much less effect on it. 

Atropine also abolished postural hypertension. “The 
effect was mainly on the diastolic pressure. 


I am indebted to Dr. A. N. Soni, of Ciba Pharma Ltd., for the 
necessary literature and for a free and generous supply of 
and to all the patients, without whose co-operation day-to-day 
observations would have been impossible. 
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—— showed that the drug has hypotensive properties. It is 
posteeane, A. H. (1954). Lancet, 1. 1345. a central sedative and also stimulates the smooth muscu- 
Doyle, A, and F950). Brit, Heart J. 16, 6. lature of the intestinal tract. The combined use of a 
W.. (1953). Schweiz.  raywolfia alkaloid (reserpine) with pentolinium tartrate 
wah bitty "). Indian med. Ass., 23, 97. _ was described by Smirk, Doyle, and McQueen (1954). 


THE TREATMENT OF ESSENTIAL 
TENSION WITH PENTOLINIUM 
TARTRATE COMBINED WITH 
RAUWOLFIA ALKALOIDS 


BY 


c. W. CURTIS BAIN, M.C., D.M., F.R.C.P. 
Senior Physician, Harrogate General Hospital 


F. ASHTON, M.B., Ch.B., B.Sc. 
Medical Registrar, Harrogate General Hospital © 


AND 


B. P. JONES, M.B., Ch.B. 


General Practitioner 


The autonomic ganglion-blocking agent pentolinium 
tartrate (pentapyrrolidinium ; “ ansolysen”) is acknow- 
ledged to be an effective agent in the control of hyper- 
tension (Smirk, 1953). Difficulties have been experienced 
in its continued use because of the unpleasant effects 
of its indiscriminate ganglion-blocking activity—for 
example, constipation, dry mouth, visual disturbances, 
etc—which accompany the hypotensive activity. The 
rauwolfia alkaloids have been in extensive use in India 
for a variety of conditions for many years. Vakil (1949) 


who found that less of the latter was required and that 
the effect was more sustained. They recommend a 
method of control by these drugs. 

We have used this method, and present a short series 
of cases in which stabilization had been achieved on 
pentolinium tartrate alone and which were later restab- 
ilized on that drug with the addition of rauwolfia alka- 
loids (“ rauwiloid”” 4 mg.), taken in a single dose each 
evening. 


All the patients had essential hypertension. Their 


blood pressure before treatment varied from 300/160 to 


240/130. None had evidence of renal involvement. 
The average dose of pentolinium tartrate when given 
aloné was 840 mg. a day. The average daily dose of that 
drug when combined with rauwolfia alkaloids was 240 
mg., a reduction of over two-thirds. One patient who 
required 440 mg. of pentolinium tartrate a day was re- 
stabilized on the combination with 60 mg. a day.’ 

The corresponding decrease in the undesirable effects 
of the ganglion-blocking agent was very great, and some 
patients who had found it impossible to continue with 
pentolinium tartrate alone are now well stabilized and 
able to live active lives. 


Discussion 


The combined use of pentolinium tartrate and rauwolfia 
seems to offer a promising treatment of hypertension. In 


Control by Pentolinium Tartrate Alone ‘Control by Pentolinium Tartrate and Rauwiloid 
Sex 
Case | and B.P. Clinical Features | Daily Dose Daily Dose 
No. | Age , of P.T. B.P. Results of P.T. B.P. Results 
(mg.) (mg.) 
1 F 5S 260/150 Dyspnoea 420 120/80 Tired and faint 120 140/80 en full-time 
wor! 

2 F 50 280/150 Cerebral encephalo- 720 170/100 Intolerably dry mouth ee. 170/90 Dryness of mouth 
pathy. Conges- and constipation. ‘slight only. Reg- 
tive failure Blurred vision ular bowel action 

3 F 63 290/130 Dyspnoea. Headaches; 540 240/120 Constipation 60 200/100 Normal bowel 

action 

4|/F 539 260/150 Dyspnoea. Retinal 480 140/80 Postural hypotension. 120 150/110 Feeling well 
sclerosis Constipation 

$i|F @ 260/135 |.Congestive failure. 120 200/100 Blurred vision. Con- | Rauwiloid 190/90 Symptom-free 
— cardiac en- : stipation alone 

rgement 

6/M #8 260/150 Headaches. Visual 840 190/125 Refused further treat- 420 135/90 Bowels easily con- 
failure. Gross re- ment. Dry mouth. trolled. At work 
tinal sclerosis Constipation. Pos- 

tural hypotension 
71|F 5% 280/170 Cardiac asthma Hexa- 240/140 Dry mouth. Consti- 240 190/110 Mouth not dry. 
methonium tion. Postural Constipation 
bromide, ypotension easily controlled. 
No faintness 
8 F 250/140 Dyspnoea $00 150/100 Dry mouth. Postural 120 170/105 Mouth less dry. No 
hypotension postural hypo- 
tension 

9] F 63 290/150 ysp 240 220/140 Refused further treat- 120 190/110 Minimal side-effects 
ailure ment 

10 | M 59 | 290/150 Angina. Heart grossly} 600 200/115 “- » ‘| 300 210/110 | Less constipation 
ll yD 270/170 Subarachnoid _hae- 960 170/110 Postural hypotension. 720 190/110 Constipation easily 
morrhage. Ence- Dry mouth. Con- controlled _ 
phalopathy. Gross stipation. Blurred 
cardiacenlargement| vision 
12 | F 40. 225/140 Congestive failure 360 190/130 Intolerant of higher 120 180/110 Tolerable side- 
dosage effects. At work 
13 F 6 230/140 Dyspnoea. Retinal 360 180/120 Postural hypotension 240 200/110 — side- 
sclerosis ects 
14] F 39 300/160 Dyspnoea. Visual 720 220/120 Refused further treat- 240 =| 160/90 Minimal side- 
failure ment effects. At work 
15 | F 270/150 Cardiac enlargement 1,020 * 190/110 Dry mouth, Blurred 360 190/105 constipation. 
; vision. Constipa- eels very well 
tion 
F 240/130 720 170/110 Dry mouth. Consti- 300 190/110 Less constipation. 
we 
17 | F 250/140 Visual failure. Con- 900 150/100 Dry mouth. Fainting 360 160/115 Mouth not dry 
gestive heart tendency to 
t 


P.T. =Pentolinium tartrate. 
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- PENTOLINIUM TARTRATE AND RAUWOLFIA 


patients who are already stabilized on pentolinium tartrate 
alone, the dose on adding rauwolfia has usually been reduced 
to one-third and final adjustments made from that level. 

A patient who has had no previous treatment is given 
rauwolfia for some weeks, as suggested by Smirk et al. (1954). 
Then pentolinium tartrate is added, starting with 20-mg. 
doses and increasing by increments of 20 mg. until satis- 
factory levels are obtained. We have found that a better 
control is achieved when the drug is given three times rather 
than twice daily. 

The reduction in dosage reduces or abolishes the undesir- 
able effects of the ganglionic blockade. Where formerly 
postural hypotension was a problem, this has been less 
evident on the combination. Rauwolfia has been shown to 
stimulate the intestine, and this, in addition to the smaller 
dose of pentolinium tartrate required, makes the control of 
the bowels easier. There is therefore less risk of cumulative 
effect through retention and subsequent absorption of pento- 
linium tartrate in the bowel. 

Patients have been definite in expressing their views that 
they are much more comfortable, and have been willing to 
continue treatment, whereas formerly on pentolinium tartrate 
alone they were incapacitated by weakness, dry mouth, visual 
disturbances, constipation, and the variability of effect on 
the degree of hypotension this produced. 

In ‘most cases there is no urgency in the control of the 
hypertension, and gradual reductions of the blood pressure 
are better tolerated. The aim should be the maximum 
reduction which keeps the patient comfortable, since the 
symptoms and signs of hypertension will regress when the 
pressures have been reduced to levels which are still above 
the accepted normal. 

It would seem also that, once the diagnosis of essential 
hypertension has been established, cases are better controlled 
with the patient living his normal life. 


Summary 

The use of pentolinium tartrate in combination with 
rauwoifia alkaloids in the control of essential hyper- 
tension is compared with the use of the former drug 
alone. 

The dosage necessary with the combined drugs is 
greatly reduced. . 

The undesirable effects of the ganglionic blockade have 
been much lessened and patients have found the treat- 
ment more acceptable. 
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The Medical Section of the Library Association held a 
week-end conference in Birmingham on March 25-28. 
Members were the guests at dinner of the Vice-chancellor 
(Professor ROBERT AITKEN), in whose absence Professor H. A. 
CRONNE presided, supported by Professor J. F. D. SHREws- 
BURY. In a symposium on medical libraries and literature 
‘in 1984 the chief topics discussed were the establishment 
of national editorial assessment boards and a consequent 
reduction in the number of medical periodicals, academic 
courses in medical librarianship, changes in the medical pro- 
fession itself and their effect on library provision, national 
economic changes and their effects on medical libraries, 
and the potentialities of new technical methods in docu- 
mentation. A visit was paid to the Birmingham Medical 
School, where the sub-dean, Professor C. F. V. Smout, 
announced plans for a new medical library building on a 
scale commensurate with the other splendidly equipped 
departments. Special exhibitions of rare medical books 
were on view, both at the School and at the Birmingham 


Medical Institute. 


INEFFECTIVENESS OF CHICKEN ANT}. 
ULCER FACTORS IN TREATMENT OF 
GASTRIC AND DUODENAL ULCER 
IN MAN 
BY 
K. BROCHNER-MORTENSEN, MD. 
N. B. KRARUP, M.D. 

E. MEULENGRACHT, M.D., LL.D, 
AND 


Aa. VIDEBAK, M.D. 
(From the University Hospital of Copenhagen, Medical 
Department A, and from Bispebjerg Hospital Medical 
Departments B and C) 


The present study, carried out in collaboration with 
Professor H. Dam, is aimed at deciding whether 
materials acting prophylactically against gizzard ulcer 
in chicks have any curative effect in gastric and dup. 
denal ulcer in man. Dam (1954) has set out the reason 
for undertaking this work. 

The development and prevention of ulcers in the 
muscular stomach (gizzard) of the chick have beep 
described by Dam (1934, 1946, 1951), Dam and 
Schonheyder (1934), Dam and Segal (1945), Dam, Noer, 
and Sgndergaard (1950), Cheney (1938, 1940, 1942), and 
others. According to Dam and his associates young 
chicks reared on an artificial diet containing cod-liver 
oil develop ulcers which are often severe and may per- 
forate. The disease may be prevented by including in 
the diet hog liver, calf’s brain, or certain extracts there- 
from. The prophylactic effect is associated with the 
lipid fraction as well as with the residue that remains 
after these organs have undergone extraction with fat 
solvents. A marked prophylactic effect is obtained bya 
combination of the lipid extract and an aqueous extract 
of calf’s brain. The aqueous extract contains vitamin 
B,, and may be replaced by this vitamin. In the lipid 
extract it is the highly unsaturated fraction of the fatty 
acids that carries protective activity. Arachidonic acid 
has shown such effect, while fatty acids from fish oils 


aggravated the symptom. 
Material 


We studied 152 patients with gastric or duodenal ulcer. 
They were admitted to the medical departments B and C 
of Bispebjerg Hospital and the medical department A of the 
University Hospital of Copenhagen during the period July! 
to-December 1, 1954. Of these patients, 82 were treated with 
anti-gizzard-ulcer factors and 70 were given placebos. Diag 
nosis was based on anamnesis, x-ray examination (nich 
deformation), and, if present, demonstrable haemorrhage. 
All patients showed typical ulcer symptoms. 

The patients in the two groups were chosen at random 
Each of the three hospital departments was divided into two 
halves. All patients with gastric or duodenal ulcer admitted 
to one half formed the experimental group ; those with the 
same diseases admitted to the other half formed the control 
group. The groups did not differ significantly in sex, 
location of the ulcer, symptoms, or duration of the 
before admission to hospital (Table I). 


Treatment 


Patients in the experimental group were given daily fe 
four weeks 80 g. of “ preparation A,” a granulate consisting 
of ether extract of calf's brain mixed with three parts 
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son of 82 Patients Treated with “ Anti-gizzard- 


actors ” (Experimental Group) and 70 Patients - 


Treated with Placebos (Control Group 
Experimental Control 
Group Group 
Sex _| Male/female 55/27=2-0 45/25=1-8 
distribution 
(| 12 6 (9%) 
33-44 19 23/9) 18 (26%) 
55-64, 17 219 19 (27%) 
12 (15% 10 (14%) 
Duodenum .. (59%) 40 (57%) 
Duodenum and body 1 1 (1%) 
orrhage without 
demonstrable ulcer 10 (12%) 8 (11%) 
$3 (65%) 44 (63%) 
— 29 (356%) 24 (34%) 
admittance (| Other cause 0 2 3%) 
Duration 0-1 year 21 (26%) 13 (19%) 
— 2-5 years 30 (37%) 29 (41%) 
before | Over 5 years 31 (38%) 28 (40°%) 
admittance |} Average years 74 years 


sucrose. The amount of ether extract in the 80 g. corre- 
sponded to 300 g. of fresh brain. The preparation was 
swilled down with milk or water. In addition, these patients 
received three times a day one tablet containing 5 yg. of 
vitamin Bi (“ cycobemin ”) and intrinsic factor correspond- 
ing to 1.8 g. of fresh hog pyloric mucosa. 

The patients in the control group were given correspond- 
ing amounts of “preparation B” (placebo), a granulate 
consisting of one part of powder of autoclaved milk (at ; 
120°C. for one hour) mixed with three parts of sucrose. 
Instead of vitamin Biz tablets they received placebo tablets 
consisting of lactose and potato starch. Patients and nurses 
did not know which of the preparations given contained the 
anti-gizzard-ulcer factors. 

Both groups were subjected to the following regimen: light 
confinement to bed for three weeks, thereafter out of bed. 
‘All received a purée diet, and, daily, one tablet containing 
vitamin A, 5,000 Lvu..; vitamin Ds, 600 Lu.; vitamin Bi, 
3 mg. ; vitamin Be, 3 mg. ; vitamin C, 75 mg. ; and nicotin- 
amide, 20 mg. Tablets consisting of 0.15 mg. of atropine 
sulphate, 500 mg. of sodium bicarbonate, and 500 mg. of 
basic magnesium carbonate were given as required when 
cardialgia occurred. The number of tablets given daily 
was carefully recorded. 

Preparations A and B were tested for anti-gizzard-ulcer 
activity in the Department of Biochemistry and Nutrition, 
Polytechnic Institute, by Mr. E. Sondergaard, as described by 
Dam, Noer, and Sgndergaard (1950), using the mode of 
graduation of gizzard ulcers introduced by Cheney (1942). 

' Preparation A together with vitamin Biz showed the same 


protective activity against gizzard ulcers as was found in 
earlier experiments (Dam, Noer, and Sgndergaard, 1950) for 
ether extract of calf’s brain given with vitamin Biz. Prepara- 
tion B showed no protective effect in the chicken test. 


Results 


Several criteria were used to evaluate the result of treat- 
ment : (1) complaint of pain, which was also estimated by 
the number of tablets of atropine and alkali consumed ; 
(2) intensity and duration of visible or occult bleeding, 
measured by benZzidine tests on each stool; and (3) com- 
parison of x-ray pictures of the stomach taken just before, 
during, and after treatment. 

Pain.—In the experimental group 50 patients had pain 
which continued after they had been confined to bed and 
given the purée diet; 11 had pain all through the experi- 
mental period. In the control group 53 patients had pain 
at the beginning of the treatment, and 10 of these still had 
pain after four weeks’ treatment. Fig. 1 shows that the 
cardialgia disappeared equally fast in the two groups. After 
one week’s treatment 75% of the experimental group had 
pain as compared with 78% of the controls ; after two weeks 
56% and 54% respectively still had pain; and after three 
weeks 35% and 28% had pain. Fig. 2 shows that the 
number of atropine and alkali tablets required was a little 
larger in the experimental group than in the control group. 

Haemorrhage.—Fig. 3 expresses the intensity and dura- 
tion of haemorrhage in the two groups as measured by the 
number of positive benzidine reactions. Melaena was given 
4 points; in cases with occult bleeding an immediately 
positive benzidine reaction was given 3 points; a reaction 
which became positive within 30 seconds, 2 points; and a 
reaction which was positive after 30 to 60 seconds, 1 point. 
The sum of each day’s points for the 82 experimental 
patients and for the 70 control patients was then calculated 
as if there were 100 patients in each group. Bleeding 
diminished at the same rate in the two groups. In the 
experimental group, 29 had melaena or haematemesis, 
against 25 in the control group. The average time required 
for cessation of bleeding in the two groups was 94 and 
10 days respectively. Evaluating the treatment by reduction 
or disappearance of pain and/or bleeding, as shown in 
Table II, indicates that the results obtained in the experi- 
mental and the control group were approximately equal. 


TaBLe II.—Clinical Evaluation of Result of Treatment in Experi- 
; mental and Control Groups 


\ Experimental Group Control Group 
(82 Patients) (70 Patients) 
Unchanged 17 (21%) 9 (13%) 
Improved 63 (77%) 60 (86%) 
Aggravated @ 0 
Questionable .. 1 (1%) 
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Taste II.—Radiological Evaluation of Result of Treatment in 
Experimental and Control Groups. ~Comparison of X-ray 
Pictures of Stomach and Duodenum Taken Immediately Be- 
fore Treatment, After Two and Four Weeks of Treatment, 
and Again Two Weeks After Cessation of Treatment 


Experimental Group Control Group 
(82 Patients) (70 Patients) 
Unchanged 36 (44%) 30 (43%) 
Improved 28 (34%) 27 (39%) 
Aggravated 5 (6%) 3 (4%) 
Questionable 13 (16%) 10 (14% 


X-ray Examination—The evaluation of the results of 
the treatment from a radiological point of view is based 
on examinations immediately before treatment, after two 
and four weeks of treatment, and again two weeks after 
discontinuation of treatment. Only obvious differences have 
been taken into consideration, especially diminution of niche 
and marked change in the deformation of the duodenal bulb 
or the prepyloric canal. In cases of major haemorrhage 
the ulcer could not always be demonstrated, and thus the 
x-ray pictures from such patients could not contribute to 
the evaluation of the treatment. Table III shows the results 
of the x-ray examination. Also, no difference could be 
demonstrated radiologically between the experimental and 
the control group. 


Summary and Conclusions 


Eighty-two randomly chosen patients with gastric or 
duodenal ulcer have been treated with “ anti-gizzard 
ulcer factors ” (ether extract of calf’s brain plus vitamin 
B,,). Seventy similarly chosen control patients were 
subjected to the same regimen with placebos substituted 


’ for “ anti-gizzard ulcer factors.” After a preliminary 


short follow-up period the results of the treatment were 
evaluated. Diminished pain and bleeding and com- 
parison of repeated x-ray examinations were used as 
criteria. The experimental and the control groups did 
not differ at all in their response to treatment. “ Anti- 
gizzard ulcer factors” were thus of no value in the 
treatment of gastric and duodenal ulcer in man. 


Thanks are due to A/S Orthana Kemisk Fabrik, Copenhagen, 
for generous assistance in preparing and furnishing the prepara- 
tions used in this study. 
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The Atomic Energy Authority has lent to the Science 
Museum at South Kensington a large working model of 
the “ B.E.P.0.” atomic pile, the larger of the two pioneer 
piles set up at Harwell. This pile went into operation in 
July, 1948. It is used for research purposes, and for “ cook- 
ing” radioactive isotopes for use in medical research and 
treatment, in agricultural research, and in industry. The 
model goes through a complete cycle of operations in five 
minutes, and shows the working of the control and shut- 
down rods which govern the heat output of the pile, and 
the movement of the hoist for loading uranium rods into 
the pile. The uranium rods are the pile’s fuel, and during 
its operation some of the uranium is “burnt up,” and the 
rods become contaminated by the products of combustion. 
The rods then have to be removed and processed to remove 
the fission products. 


VERYTHRODERMIA WITH LIPO 
RETICULUM-CELL HYPERPLASIA 
OF LYMPH NODES 
(DERMATOPATHIC LYMPHADENITIS) 
BY 


R. C. NAIRN, M.D., Ph.D. 


Senior Lecturer in the Department of Patholo niversity 
of Aberdeen 


AND 


T. E. ANDERSON, M.D. 


Dermatologist, North-eastern Regional Hospital Board 
Scotland 


The association of an unusual type of h Perplasia 
the superficial lymph nodes with certain eer A. 
disorders, first fully discussed by Pautrier and Woringer 
(1937), has been amply confirmed by subsequent authors 
(Hurwitt, 1942 ; Soloff, 1942 ; Laipply, 1948 ; Obermayer 
and Fox, 1949; Laipply and White, 1951; Jarrett and 
Kellett, 1951 ; Wilson, 1954). There is substantia] agree. 
ment that the lymph-node change is merely Teactive, 
though there is some doubt whether the condition 
always remains benign: occasionally it has been found 
in association with leukaemia (Laipply and White, 1951) 
or mycosis. fungoides (Bluefarb and Webster, 1950), 
_ This syndrome is not a rarity, but its significance js 
still not generally recognized. The present paper jg a 
clinico-pathological account of 13 further cases, with 
follow-up of from one to four years, and reaffirms the 
essentially benign reactive nature of the condition, 
The following case reports have been classified in four 
groups according to the clinical diagnosis. 


(a) Generalized Exfoliative Erythrodermia 


Case 1.—Female, aged 74 on admission, November, 1951. 
The eruption had been present for a few months and there 
was a generalized lymphadenopathy of moderate degree, She 
gave a history of a previous attack in 1947 which developed 
at the beginning of a course of gold injections for arthritis. 
Psychogenic factors were marked. Biopsy of a lymph node 
from the groin showed pronounced reticulum-cell prolifera- 
tion to form large pale-staining sheets, though the general 
architecture of the rest of the gland was well preserved. 
Eosinophils were numerous; abundant melanin, almost 
entirely intracellular, was scattered throughout the medulla. 
There was no lipoid or iron pigment. After a short course 
of A.C.T.H. the skin condition almost settled and the 
lymphadenopathy subsided. She was discharged in Febn- 
ary, 1952, and her own doctor reports that the skin gave 
no further trouble. The patient died in the summer of 
1952 of perforated appendicitis, peritonitis, and carcinoma 
of the ovary. At necropsy the skin was healed and there 
was no residual lymphadenopathy or evidence of reticulo- 
endothelial disease elsewhere. 

Case 2.—Male, aged 51 on admission, August, 1952. The 
eruption, present for 11 months, had begun with pruritus 
and erythrodermia of the head and neck with rapid general 
ization. Exfoliation, beginning two months later, was asso 
ciated with generalized alopecia. Psychogenic factors, profuse 
sweating, and a burning sensation in the skin were notable 
features. On admission there was moderate lymphadeno- 
pathy and the liver was enlarged 2 cm. below the 
margin. The peripheral blood picture was normal 
the sternal marrow was very cellular (10% plasma cells) 
Biopsy of the skin showed a moderate infiltration of the 
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is by lymphocytes, reticulum cells, neutro- 
plasma cells. In the lymph nodes 
ye, the characteristic reticulum-cell hyperplasia and 
. alee by eosinophils and plasma cells, with deposition 
” janin pigment and very little fat; iron pigment was 
« sat in small amount. Liver biopsy revealed slight fatty 

and the presence of a few eosinophils and plasma 

3 the portal tracts. The patient was in hospital for 
= ‘oon a year, during which time he developed poly- 
radicular neuronitis and thrombophlebitis of the legs and, 
ns superficial necrotic changes in the tips of his fingers. 
The response to general and local measures was slow ; most 
benefit was obtained from A.C.T.H. He was discharged 
in September, 1953, with his skin condition settled apart 
om some excoriations of the legs. When seen in December, 
1954, the skin condition had remained quiet and the lymph- 
adenopathy had subsided. Biopsy of a node at this time 
showed no sign of the dermatopathic reaction. 


—Female, aged 68 on admission, August, 1952. 
hed for five weeks and there was 
a history of a previous attack in 1942. Her skin showed 
patchy thickening in addition to the exfoliative erythrodermia 
and there was marked lymphadenopathy, especially in the 

itrochlear nodes. Pruritus was intense and the psychogenic 
element was very marked. In October, 1952, a vesico- 
bullous phase developed, followed by a thickened and deeply 
pigmented eruption over the whole integument except the 

The liver was 
enlarged 2 cm. below the costal margin though liver-function 
tests were normal. There was persistent eosinophilia (15- 
23%) in the peripheral blood. Biopsy of the skin showed 
a moderate, largely round-celled though slightly pleomorphic 
infiltrate of the superficial dermis. A lymph node showed 
reticulum-cell hyperplasia, and slight eosinophil and plasma- 
cell infiltration. There was abundant melanin but no fat 
or iron pigment. In May, 1953, she was discharged with 
the skin condition quiet, though patchy pigmentation was 
present. This state of affairs persisted, apart from minor 
localized recurrences associated with emotional upsets, until 
October, when, according to her own doctor, she became 
markedly depressed and her skin condition relapsed. She 
developed oedema of the face, dyspnoea, and ultimately 
generalized oedema with stupor, and died in November, 
1953, with pulmonary oedema. Permission for necropsy 
was not obtained. 

Case 4-—Male, aged 76 on admission, December, 1952. 
An intensely pruritic exfoliative erythrodermia associated 
with marked lymphadenopathy had been present for six 
weeks. Eight per cent. of eosinophils was found in the 
peripheral blood, and the sternal marrow was normal. 
Biopsy of the skin showed mild parakeratosis, blurring of 
the stratum granulosum, and patchy atrophy of the stratum 
spinosum. There was an abundant, slightly pleomorphic, 
mononuclear infiltrate in the superficial dermis and a few 
foci of similar cells were seen near the vessels and glands. 
The usual reticulum-cell hyperplasia with a notable amount 
of lipoid was found in a superficial lymph node. Melanin 
was scanty and iron pigment was absent. The skin condition 
settled slowly and the patient was discharged in June, 1953. 
He was still clear in December, 1954. 


Case 5—Female, aged 57 on admission, February, 1952. 
Exfoliative erythrodermia with marked pigmentation, 
pruritus, and superficial lymphadenopathy had been present 
for three weeks. Emotional and vasomotor lability was 
pronounced. The peripheral blood showed mild leucocytosis 
with eosinophilia up to 33%. The skin condition settled 
and she was discharged in June, 1952, but further emotional 
upset precipitated a relapse. She was readmitted in Febru- 
ary, 1953, by which time her liver was palpably enlarged. 
Biopsy of the skin showed the histological features - of 
erythrodermia. The characteristic reticulum-cell reaction 
and lipoid and melanin deposits were found in a superficial 
lymph node, but there was no iron pigment. A liver 
biopsy showed many eosinophils in the vascular spaces and 
a few amongst the cells of the portal tracts; otherwise 


there was no abnormality. Her condition improved and 
she was discharged in March, 1953, since when the erythro- 
dermia has fluctuated ; there was a further exfoliative attack 
in November, 1953. In November, 1954, apart from minima! 
changes, the skin condition had been inactive for eight 
months, , although some lymphadenopathy had _ persisted. 
There was, however, no sign of the reticulum-cell reaction 
and no melanin in a lymph node taken at this time, though 
lipoid was abundant. 

Case 6.—Male, aged 50 on admission, November, 1950. 
Exfoliative erythrodermia, present for three months, settled 
with routine treatment in January, 1951. It was subsequently 
aggravated by contact irritants, and he was readmitted in 
July with widespread pruritic erythrodermia and axillary and 
inguinal lymphadenopathy. Eosinophilia was found in the 
peripheral blood and sternal marrow. The pruritus sub- 
sided and the erythrodermia cleared completely by August, 
1951, when he was discharged. During the next three years 
there was only intermittent minor papulation of the face, 
neck, and flexures of the elbows, except for a slight relapse 
in January, 1954. Biopsy of the skin and superficial lymph 
nodes was carried out on three separate occasions during 
the observation period. In the skin there was a somewhat 
pleomorphic dermal cellular infiltrate; eosinophils were 
present in appreciable numbers. The lymph nodes all 
showed the characteristic reticulum-cell reaction ; the amount 
of melanin was variable. A liver biopsy was normal. In 
November, 1954, papulation and enlargement of lymph 
nodes were minimal ; biopsy of a node showed no sign of 
the dermatopathic reaction. 


(b) Exfoliative Psoriasis 


Case 7.—Female,. aged 37 on admission, April, 1952. 
Psoriasis, present since 1939, had fluctuated in severity until 
March, 1952, when there was a severe flare-up during 
treatment. -On admission she had extensive psoriasis of 
the scalp with scattered plaques over the trunk and ex- 
tremities. Her right ankle was painful and swollen, though 
there was no radiological evidence of bony change. Slight 
pyrexia was present and the E.S.R. was 75 mm. in 1 hour 
(Westergren). “H.P.C.” (3-hydroxy-2-phenylcinchoninic 
acid) therapy was followed by reduction of the ankle swell- 
ing, but it caused a vesicular skin reaction, which settled 
on withdrawal of the drug ; the arthropathy then reappeared, 
this time in the right knee and left wrist. Another course 
of H.P.C. was tried, but further skin reaction necessitated 
its gradual replacement by cortisone. In June, 1952, despite 
the cortisone therapy, joint pains and stiffness increased, 
especially in the spine. The cortisone was stopped and 
A.C.T.H. tried instead, but the skin condition deteriorated 
to a generalized exfoliative erythrodermia accompanied by 
oedema of the eyelids and ankles. There was no con- 
spicuous enlargement of the superficial lymph nodes. _ Stiff- 
ness gradually extended to most joints, and_periarticular 
swelling and some osteoporosis developed. Further treatment 
by cortisone and also by mepacrine was ineffective. In 
October, 1952, the erythrodermia showed no improvement. 
Biopsy of a superficial lymph node showed sheets of reticu- 
lum cells and abundant melanin ; lipoid and iron pigment 
were absent: The patient’s condition deteriorated and there 
was increasing pyrexia associated with cough and purulent 
sputum ; enlargement of the liver was now detected. Later 
in the month she complained of chest pain, and within half 
an hour became comatose and died. Clinical pathological 
findings during her illness were not informative until the 
day before her death, when she was found to have com- 
plete agranulocytosis (total leucocyte count, 1,200 per 
c.mm.); one month before her death her leucocyte count 
had been normal. At necropsy the findings were those of 
an acute aleukaemic monocytic leukaemia and exfoliative 
arthropathic psoriasis. 

Case 8.—Female, aged 61 on admission, October, 1952. 
Psoriasis had been generalized at the age of 16, but subse- 
quently only a few chronic patches had been present until 
June, 1952, when she developed a generalized exfoliative 
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attack with intense pruritus. Lymphadenopathy was con- 
fined to the inguinal nodes. Biopsy of the skin showed 
the usual features of psoriasis with an occasional eosinophil 
in the dermal infiltrate. In an inguinal lymph node there 
were sheets of reticulum cells, many plasma cells and eosino- 
phils, but no lipoid or pigment. She was discharged, very 
much improved, in December, 1952, and two years later 
still showed only a few isolated patches of psoriasis and no 
lymphadenopathy. 

Case 9.—Male, aged 51 on admission, November, 1952. 
Psoriasis had been present intermittently for 35 years, but 
despite treatment it had become generalized and exfoliative 
six weeks before admission. In hospital the psoriasis re- 
solved with A.C.T.H, therapy, but superficial lymphadeno- 
pathy and hepatomegaly developed. Biopsy of a lymph 
node showed reticulum-cell sheets with lipoid and abundant 
melanin. In a biopsy of liver there was mild fatty change 
and some increased cellularity of the portal tracts with 
minimal pleomorphism. He was discharged almost free 
of symptoms in February, 1953. In October, 1954, the 
psoriasis remained minimal though the liver was still en- 
larged. 

Case 10.—Male, aged 55 on admission, April, 1953. This 
was an example of localized exfoliative psoriasis. A few 
plaques of psoriasis, mainly on the legs, had been present 
since 1949; one was at the site of a healed stasis ulcer of 
the left leg. On admission the psoriatic lesions of the legs 
were exfoliative and the regional nodes were enlarged. 
Biopsy of the skin confirmed the clinical diagnosis. A lymph 
node from the left groin showed reticulum-cell sheets and 
abundant melanin but no fat or iron pigment. The skin 
lesions resolved with routine measures and the patient was 
discharged in May, 1953. 


(c) Besnier’s Eczema on Ichthyosis 

Case 11.—Female, aged 29 on admission, September, 1952. 
Ichthyosis with severe atopic dermatitis had been present 
since infancy and there was also a history of asthma. On 
admission there were widespread excoriations and generalized 
lymphadenopathy. Emotional lability was pronounced. 
Biopsy of a superficial lymph node showed reticuium-cell 
sheets, an abundant infiltration by eosinophils, but only 
minimal lipoid and melanin ; iron pigment was absent. Her 
condition improved and she was discharged a month after 
admission. When last seen in October, 1954, lichenification 
and pigmentation of the skin with excoriations were still 
present ; the lymphadenopathy was unchanged. 

Case 12.—Female, aged 40 on admission, May, 1953. 
Ichthyosis with minor atopic dermatitis had been present 
since infancy and she had had asthma for 10 years. The 
skin condition had deteriorated during the past three years 
and on admission was severe and generalized ; lymphadeno- 
pathy was minimal. Emotional lability was a conspicuous 
feature. Biopsy of the skin showed a patchy, mainly peri- 
vascular, mononuclear infiltrate with slight cellular pleo- 
morphism ; the stratum corneum and stratum granulosum 
were well defined. In a lymph node from the groin there 
were reticulum-cell sheets with a moderate infiltrate of 
eosinophils, plasma cells, and lipoid-laden cells : melanin 
and iron pigment were present in small amount. She 
improved with routine measures and was discharged in 
July, 1953. In November her skin condition remained 
controlled, showing only moderate lichenification with mini- 
mal scaling. The lymphadenopathy appeared to have sub- 
sided. Biopsy of an axillary node at this time revealed 
no sign of the dermatopathic reaction though there was 
some infiltration by eosinophils and plasma cells and an 
occasional particle of iron pigment. In October, 1954, her 
condition had remained quiet. 


(d) Reticulosis 
Case 13.—Male, aged 64 on admission, July, 1952. A 
pruritic skin condition with photosensitivity had been present 
for six months. On admission erythema with thickening of 
the skin was generalized apart from the legs and a few 


small islands on the front of the c . 

exfoliation on the face. The arillary and 
were moderately enlarged and the liver was palpable 
below the costal margin. The peripheral blood and 2 cm, 
marrow were normal. Biopsy of the skin showed a 
abundant infiltration of the dermis by mononueley a 
pleomorphism, though present, was not conspicuous cells; 
culum-cell sheets with moderate amounts of mae ae 
iron pigment and minimal lipoid were found in a su -_ 
lymph node. The condition was provisionally Phones, 
premycotic erythrodermia and he was given a course ue 
urethane, which had to be stopped after five weeks e 
of nausea and vomiting. As the skin had improved y, 
and the pruritus had disappeared he was discharged :j 
September, 1952. However, he was readmitted six monde 
later as the eruption had recurred with much scaling. Bj 

of the skin now showed considerably more pleomorphism 
the dermal infiltrate. The histological appearances ‘ 
another lymph node were the same as previously. Bj 

of liver showed minor increase in cellularity of the Portal 
tracts, including a few eosinophils and plasma cells, Further 
treatment with urethane combined with R 48 (8-naphthyl- 
di-2-chloroethylamine) until July, 1953, largely controlled 
the skin condition for a further six weeks, when an acute 
relapse occurred with severe generalized lymphadenopathy 
The peripheral blood showed a leucocytosis (12,709 per 
c.mm.) with up to 26% eosinophils. He developed extensive 
oedema and died in November, 1953. Permission for 3 
necropsy. was refused. 


Clinical Review 


The 13 cases described, all showing lymphadenopathy with 
the characteristic dermatopathic reaction in the nodes, have 
in common a pruritic skin disorder with exfoliation at some 
stage. Emotional instability, as emphasized by Jarrett and 
Kellett, was a feature of seven of our cases, and eosino- 
philia was found either in the peripheral blood or in the 
tissues, or both, in all but three psoriatic patients. Case 10 
illustrates the fact that a generalized erythrodermia jis not 
essential to the development of the lymph-node picture, since 
the lymphadenopathy here occurred in the drainage area 
of a purely localized lesion. Our series showed no sex 
preponderance (seven females and six males): this is in 
accord with the observations of Laipply and White, and 
suggests that the preponderance of males noted by Jarrett 
and Kellett may have been fortuitous. All the patients were 
adults, of ages ranging from 29 to 76; other workers have 
found much the same age distribution. 


Pathological Review 


Methods.—All tissues were fixed in formol acetate; the 
lymph nodes were transected as soon as possible, always 
within 24 hours, and one-half of each was transferred to 
Carnoy’s fluid for paraffin sections. Haematoxylin and 
eosin staining was used routinely on all specimens. In 
addition, sections of the lymph nodes were stained for 
eosinophils (eosin and methylene blue), plasma cells (Unna- 
Pappenheim), melanin (blackening by Fontana’s silver 
method and bleaching by Mayer’s method), iron (Peres), 
and reticulin (Foot). Frozen sections were stained for fat 
(Sudan III). The skin sections were also stained for melanin, 
and the liver biopsies were examined by special stains when 
required. 

Results——The skin, examined histologically in nine cases, 
showed the usual features of the different diseases and 
nothing specifically characteristic of the dermatopathic 
syndrome. 

The lymph nodes were variably enlarged, up to 3 cm. in 
length, and showed no outstanding macroscopic features to 
distinguish them from those with simple reactive hyperplasia 
or grave reticulosis. 

The histological changes are summarized in Table L 
Reticulum-cell hyperplasia was found in all cases: th: 
reticulum cells occurred in pale-staining sheets in the meduk 
lary part of the gland, particularly in the outer part, 9 
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TABLE L—Hisiclogical Features of Lymph Nodes 
___| Eosino- | Plasma | Lipoid | Melanin| Iron 
—T +¢ | ++] - 
+ + + ++ 
-| + + + ++ - 
+] + + - - 
2 + + + + + + & 3 


GoRaicalum-cell sheets. S and F=Sinus and follicular hyperplasia 


that they sometimes separated the follicles widely. In all 
but two cases there was also a minor degree of the more 
usual type of reactive lymphoid hyperplasia, either sinus 
or follicular in type, or both. Less constant features were 
infiltration by eosinophil leucocytes and plasma cells. Foam 
cells bearing sudanophil fat were found in moderate numbers 
in 7 out of 12 cases examined by frozen section; they 
occurred scattered throughout the medulla and especially 
in or around the sheets of reticulum cells. Melanin pigment, 
mainly intracellular, was found in all but two cases, and 
was abundant in six ; it occurred anywhere in the medulla, 
and its deposition seemed to be related to the degree of 
pigmentation of the skin drained by the node. Iron pigment 
was found in three cases. Reticulin fibres were scanty in 
the areas of reticulum-cell hyperplasia ; there was no increase 
of collagen. 

The typical histological picture was not restricted to en- 
larged nodes, as it was often found in those of normal size 
removed at the same time. The presence of both melanin 
and lipoid together in a single node was noted in only six 
cases, and in only one were both present in abundance. 
Because of this we agree with Hurwitt and with Jarrett and 
Kellett that the term “dermatopathic lymphadenitis” for 
the reaction is preferable to the older term of “ lipomelanic 
reticulosis.” 

For practical reasons we have been unable to obtain 
much histological evidence about the fate of such glands. 
So far as can be judged, however, the picture seems to be 
reversible, since in most of our cases the lymphadenopathy 
had subsided when the skin condition cleared. In four 
cases a lymph-node biopsy at this time showed persistence 
of a little pigment or lipoid, but no sign of the dermato- 
pathic reticulum-cell reaction. The lesion therefore should 
be regarded as a benign reactive change, and its recognition 
by histopathologists is of great importance. Unfamiliarity 
with the condition may lead to diagnosis of grave reticulosis 
or, at best, to guarded opinions. 

Liver Biopsies——We have not been able to find any 
previous report of the state of the liver during life in this 


syndrome. Needle biopsies were performed in five of the 
present cases with mild hepatomegaly as it was thought 
desirable to exclude the possibility of a generalized reticulo- 
endothelial reaction. In none was there any evidence of 
reticulosis ; four showed scanty leucocytic infiltration of 
the portal tracts and two of these livers were fatty. 

Necropsies were performed on two of the four patients 
who died. One of these (Case 1) died of an unrelated cause 
and had no sign of generalized reticulosis post mortem. The 
other (Case 7) died of an acute leukaemia, but the question 
whether this termination was coincidental or not cannot 
be decided. 


Control Observations 


In an attempt to establish whether the lymph-node re- 
action could be found in conditions other than pruritic skin 
disorders with exfoliation we have investigated cases of. 
pruritic and non-pruritic skin disorders without exfoliation 
by the methods already described. In addition, many 
routine lymph-node biopsies of patients without skin disease 
have been carried out for any evidence of similar changes ; 
in a few of these the full range of staining techniques was 
used 


The control skin cases, seven in number, were chosen 
because of the close similarity to the first series ; they were 
all pruritic and had some lymphadenopathy, though none 
had exfoliation. Their clinical and pathological features 
are summarized in Table II. The only consistent difference 
in the histological picture in the lymph nodes from that 
found in the main series was the absence of reticulum-cell 
hyperplasia. Some of the other features, apart from iron- 
pigment, were found in every case, though the changes were 
usually mild. , 

The lymph-node changes found in our main series of 
cases, with the exception of the reticulum-cell hyperplasia, 
are not specific to exfoliative pruritic skin disorders, or, for 
that matter, to any skin disorder. This has been made 
clear by control observations on nodes from routine biopsy 
and necropsy material from patients without skin disease. 
We have frequently been able to demonstrate small amounts 
of melanin or sudanophil lipoid in otherwise normal super- 
ficial nodes or in those showing only simple reactive hyper- 
plasia : as the likely source of these substances is the skin, 
it is not surprising that their incidence and intensity in 
the lymph node be greater in pruritic skin disease. More- 
over, it is well known that eosinophil or plasma-cell infil- 
tration is a common finding in many other diseases. 
Reticulum-cell hyperplasia, on the other hand, appears to 
be a rarity apart from its association with exfoliative pruritic 
skin disease : we have found only one example of appreci- 
able hyperplasia of this type in a control series of 100 
patients in which 200 superficial or deep nodes, mostly 
showing simple reactive changes, were specially examined 
for this feature. We feel, therefore, that the presence with- 
in a superficial lymph node of reticulum-cell sheets, particu- 
larly if associated with a notable deposition of melanin or 


TABLE II.—Clinico-pathological Features of Non-exfoliative Cases — 


Lymph-node 
Histology 


Duration Other 
Case Diagnosis (Years) Features. 
A 26 Besnier’s eczema with- 25 Asthma. Emotional lability 
M out ichthyosis 
B 36 Psoriasis 15 Died of chronic nephritis. 
M P.M. confirmation ob 
Cc 20 Treated syphilis 
D 58 Reticulosis 23 Blood eosinophilia. Hepa- 
M to ly: liver biopsy— 
mild fatty change 
2 Prurigo 10 intrinsic tumour 
44 14 | Blood eosinop! Emo- 
M tional lability 
56 Disseminat a Emotional lability 
M dermatitis 


S tive of early mycosis 
ides 


Erythrodermatous picture 


Non-specific inflammation 
and eosinophilia 


Conforms with diagnosis 


Sinus and follicular hyperplasia 


Mild sinus . Moder- 

Sinus hyperplasia. Melanin 
scanty. A few eosinophils and 


Follicular hyperplasia. 

r any 
eosinophils and moderate 
amount of melanin 

Sinus h lasia. Melanin and 
lipoid in small amounts 

Sinus and follicular hyperplasia. 
A few eosinophils and small 
amounts of melanin and lipoid 

Sinus and follicular hyperplasia. 
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lipoid, is almost pathognomonic of a dermatosis with ex- 
foliation and pruritus in the skin drained by the node. 
The single exception in the control series was found in 
a lymph node from the lymph drainage area of a malignant 
melanoma; it contained melanin but no _ recognizable 
tumour cells and there were sheets of reticulum cells in the 
melanotic areas. This isolated observation may be signifi- 
cant, though it could easily be coincidental, since we have 
not seen another example of this reaction in other equally 
melanotic nodes. Moreover, it will be recalled that reticu- 
lum-cell hyperplasia was absent from the melanotic nodes 
from our control cases with non-exfoliative skin disease. 


Discussion 


The present findings suggest that the dermatopathic syn- 
drome is a specific entity in which chronic dermatosis with 
erythema, exfoliation, and pruritus is associated with hyper- 
plasia of reticulum cells in the regional nodes: all our 13 
cases with this skin picture have, without exception, ex- 
hibited the reticulum-cell reaction. The study has been 
made over the past four years, during which time we have 
probably seen most of the cases of severe dermatosis in 
the North-eastern Region of Scotland : a stable and well- 
defined community with a total population of nearly 
500,000, of whom approximately 60% are in the age group 
concerned—that is, over 25 years. However, our figures 
for the prevalence of the syndrome in the area cannot be 
precise, since not every case manifesting these dermato- 


‘ logical features in minor degree has been submitted to 


lymph-node biopsy. Nevertheless, it is felt that the study 
gives a useful idea of the prevalence of the overt case in 
this area. 

The pathogenesis of the lymph-node reaction has not yet 
been elucidated, but certain observations are of interest. 
The common association with eosinophilia and emotional 
instability may well be significant as indicating possible 
allergic or neurogenic factors in the development of the 
syndrome (Jarrett and Kellett): our cases show the same 
relationship. We have found the characteristic lymph-node 
changes in association with several unrelated dermatoses, 
but the reticulum-cell sheets have occurred only in associa- 
tion with exfoliation. We have no good explanation to 
offer for this association: there may be some common 
responsible factor, or the reticulum-cell hyperplasia may be 
secondary to processes occurring in the exfoliating skin. 
The presence of melanin in the node may also play a part 
in the development of the reaction. 

The prognosis of our cases depended upon the underlying 
dermatological condition and bore no relationship to the 
lymph-node picture. However, we are unable to affirm that 
the lymph-node hyperplasia does not on occasion result in 


malignant change, as two patients (Cases 7 and 13) died - 


respectively of acute monocytic leukaemia and a grave 
reticulosis (probably mycosis fungoides), The association 
may be coincidental or the reticulosis may have caused the 
exfoliative skin condition. Nevertheless, the possibility that 
the neoplasia supervened on the reactive hyperplasia cannot 
be dismissed, since experimental studies (Gillman and Gill- 
man, 1952 ; Richmond, 1954) have shown that reticulum-cell 
hyperplasia, artificially induced by such methods as injecting 
trypan blue into animals, may in fact go on to frank 
neoplasia. 

The treatment of our cases has been by routine methods 
supplemented by A.C.T.H. alone in two cases (Nos. 2 and 9) 
and with the addition of cortisone in one case (No. 7). 
(Hormone therapy is fully reviewed in the M.R.C. Report 
(1954) and the British Medical Journal (1954).) The effect 
of A.C.T.H. was beneficial in Cases 2 and 9, but both hor- 
mones were disappointing in Case 7. This case (an example 
of exfoliative and arthropathic psoriasis) is of special interest, 
as it was the one in which leukaemia developed, apparently 
as a terminal event, since clinical and pathological investiga- 
tions during the earlier part of the patient's illness showed no 
evidence of the disease. She had been exposed to long 
courses of powerful drugs other than the hormones, and we 


have the uncomfortable feeling that the ge >ralized rears: 
changes in the lymph nodes may have 


by the therapy. 
Summary 


Twenty cases of different clinical types of Saas 
disease with varying degrees of iymphadenopetin 
been studied clinically and pathologically during fi 
year period. Seven of these cases had no exfoli ro 
and showed only non-specific changes in the a 
nodes, under which term we have included the pr 

of small or moderate amounts of melanin and [ipo 
The other 13 cases, however, all had an exfoliative phax 
and showed, in addition to the non-specific changes j 
the nodes, a characteristic proliferation of the reticulum 
cells. This change, which we have referred to 
dermatopathic lymphadenitis, is almost pathognomonie 
of an exfoliative pruritic dermatosis. 

The dermatopathic syndrome is a fairly wel] defined 
clinical entity, and its prevalence in overt form in the 
North-eastern Region of Scotland, with a population of 
nearly $00,000, can be roughly assessed from the know. 
ledge that our 13 cases probably represent the sum total 
in that area over a four-year period. 

The importance of the syndrome to the pathologist js 
that unfamiliarity with its manifestations miay lead to 
confusion of the lymph-node picture with that of some 
grave reticulosis. However, the changes are merely re. 
active in nature and are essentially benign ; they re. 
gressed when the skin condition settled, and the pr 
nosis of the cases was that of the primary skin disease 
Nevertheless, the poss-bility that the reactive hyperplasia 
may occasionally go on to frank neoplasia has not been 
excluded. 


Our thanks are due to Professor J. S. Young for advice and 
helpfu! criticism. 
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The nintli report and statement of accounts of the Joint 
Committee of the Order of St. John and the British Red 
Cross Society contains much interesting information about 
the excellent work, being done for war casualties and for 
the population in general, The great bulk of the funds 
under the control of the Joint Committee is derived from 
the allocation of £64m. from the Joint War Organiza- 
tion to cover expenditure for a period of roughly thirty 
years on the discharge of liabilities arising directly from 
the war of 1939-45; and the main, though not the sole, 
activity of the Joint Committee is the relief of ex-Service 
men and women disabled in the two world wars and their 
dependants. Since the end of the last war some £2m 
of capital funds has been expended on the various act 
vities of the several departments of the committee. Four 
institutions are administered direct by the Joint Com 
mittee ; one—the rehabilitation centre at Headington Hill 
Hall, near Oxford—is maintained on behalf of the Ministry 
of Pensions and National Insurance, and eight others receive 
recognition and support. In the year ended June 30, 1954 
assistance in one form or another was given by the emet 
gency help and aftercare department to 81,000 me, 
women, or children. 
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AMYLOID DEPOSITS IN THE BRONCHI 
BY 


w. GORDON, F.R.C.S., F.R.C.S.Ed. 

St. George’s Hospital, London 
id may be deposited in typical sites such as the 
liver, spleen, kidneys, and adrenals, with little or no 
amyloid in other organs, or it may be found in other 
tissues, largely or entirely sparing the more usual sites. 
No matter where the deposits occur, the abnormality 
may be associated with a bewildering variety of diseases, 
more usually tuberculosis or chronic suppuration, but 
it may be present as the only known disorder. The 
pathogenesis and treatment of amyloid lesions are 
unknown. 

Localized amyloid disease is very rare. According to 
Lunzenaver (1952) it occurs in the form of tumours, but 


Amylo 


he showed that tumour formation can occur when the 
disease is not localized. Amyloid tumours are un- 
common and tend to develop in the atypical sites. They 
have been reported in the larynx especially, but also 
elsewhere in the respiratory tract, in the tongue, pharynx, 
bones, conjunctiva, bladder, urethra, uterine tube, and 
skin. Schottenfeld et al. (1951) reported a case of 
amyloid tumours of the lower respiratory tract and 
reviewed 13 cases described previously, but omitted the 
case reported by Haynes et ai. (1948). _ Lunzenauer 
described two cases of amyloid tumours of the lungs and 
accepted nine observed by other workers, but four of 
these were included in the list of Schottenfeld ef al. 
Noring and Paaby (1952) reported a case of diffuse 
amyloid infiltration of the air passages. Whitwell (1953) 
described a case of amyloid deposits in the bronchi, and 
thought that two of the cases reported previously were 
not acceptable. 

It would appear that the literature contains reports of 
some 21 authentic cases of amyloid tumours of the 
trachea and lung and that in at least six of these cases 
amyloid deposits were present in the bronchi. The 
amyloid lesions were not associated with any specific 
infection or known metabolic disorder. In nearly all of 
the cases the diagnosis was made at necropsy, and where 
there was pulmonary involvement multiple tumours 
were found in both lungs, although not in all lobes. 
In the case reported by Haynes ef al. the diagnosis was 
made after the lung had been removed in the belief 
that it contained a malignant growth. The patient 
reported by Schottenfeld et al. appears to be the first in 
whom a bronchoscopic biopsy established the diagnosis 
of amyloid deposits in the lower respiratory tract. In 
the patient described by Whitwell the diagnosis was 
made again by bronchoscopic biopsy. As this was the 
first case to be reported in the British literature, the 
following similar case should be of interest. 


Case Report 


An upholsterer, born in 1900, was admitted to St. 
Charles's Hospital in November, 1951. He had experienced 
recurrent attacks of bronchitis for 14 years, but because 
of recent intermittent slight haemoptyses he underwent 
bronchoscopy, when a diagnosis of inoperable carcinoma 
of the left main bronchus was made. He left hospital, but 
continued to suffer chronic cough and dyspnoea with acute 
exacerbations, usually relieved by antibiotic therapy. He 
ey good deal of weight during the last few months of 


On December 21, 1952, he was admitted to Whittington 
Hospital with fever, severe cough, mucopurulent sputum. 
and increasing breathlessness for six days. On initial exam- 
ination he was found to be a wasted, cyanosed man, with 
severe dyspnoea, The heart rate was 125 a minute, regular, 
with no murmurs; blood pressure 115/70. The trachea 
deviated to the left side, and there was dullness with moist 
rales, widely over the left lung. 

‘On December 31 an x-ray film showed mediastinal dis- 
placement to the left and extensive shadowing over the 
left lung field with small translucencies in the lower zone 
suggestive of bronchiectatic cavities ; also severe emphysema 
of the right lung. In the left lateral view there was a 
triangular area of shadowing in the lower posterior angle, 
with a concave anterior border suggesting collapse of the 
left lower lobe. At this time culture of the sputum pro- 
duced Staphylococcus aureus and Streptococcus viridans. 
The white blood cell count was 21,100, polymorphonuclears 
85%. 

Under treatment in an oxygen tent, with penicillin and 
sulphadimidine, the acute symptoms abated and the patient 
made a good recovery from the acute infection. On 
January 28, 1953, an x-ray film showed considerable clearing 
of the shadowing of the left lung, but the appearance of 
collapse of the left lower Icbe persisted.. The appearances 
were similar on February 23. 

On March 3 bronchoscopy by Dr. A. L. Jacobs showed 
the left main bronchus retracted to the left and more 
horizontal than usual. It was partly occluded by a mass 
of greyish warty tissue, apparently arising from its infero- 
medial wall and bleeding freely on contact. A _ firm 
nodule of this tissue was removed with the bronchoscopy 
forceps. 

Dr. J. Lavertine’s report on this biopsy specimen was: 
“Chronic inflammatory infiltration of surface epithelium 
over mucous gland adenofibroma of bronchus showing 
peculiar hyaline degeneration of stroma with foreign-body 
reaction and indefinite metachromatic reaction for amyloid. 
No evidence of malignancy.” 

On March 15 the patient was discharged from Whitting- 
ton Hospital and was referred to St. George’s Hospital to 
be considered for surgical treatment. : 

On admission to St. George’s Hospital on June 20, his 
trachea was deviated to the left, respiratory movement of 
his barrel-shaped chest. was poor, and rhonchi were scat- 
tered throughout both lungs. No other abnormalities were 
detected clinically. Direct examination and culture of the 
sputum revealed normal flora. The urine was normal on 
microscopical and chemical examination. Blood haemo- 
globin concentration was 14 g. per 100 ml. and white cells 
17,000 per c.mm., 78% polymorphonuclears. The concentra- 
tion of serum albu- 
min was 3.7 g.%, 
and globulin 4.1 
g.%. After intra- 
venous injection of 
Congo red, uptake 
of the dye was 
similar-to that in a 
control patient. 

Screening showed 
that diaphragmatic 
movement and 
barium swallow 
were normal. 
Tomography (Fig. 
1) revealed a mass 
which surrounded 
the,left main 
bronchus and nar- 
rowed its lumen 
irregularly in the 
Fic. 1.—Tomogram showing a mass 
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left. On June 23 bronchoscopy by Mr. A. H. M. Sid- 
dons showed the main carina to be distorted and widened ; 
a swelling extended along the medial wall of the left main 
bronchus, which was narrowed slightly, and an irregular 
mass was seen protruding from the lower lip of the left 


Fic. 2.—Section of bronchial biopsy specimen showing surface 

epithelium (on the left) and several dilated gland ducts 

surrounded by amyloid deposits sh fain (Haematoxylin and 
eosin. X75. 


upper lobe bronchus. Biopsy specimens were taken from 
the swellings of the left main and left upper lobe bronchi. 
They showed bronchial epithelium and glands in connective 
tissue rich in amyloid deposits (Fig. 2). Characteristic 
reactions were obtained when the deposits were stained 
with both methyl violet and Congo red. There was no 
evidence of neoplasm. Bronchography on July 8 showed 
that the left upper lobe bronchus was occluded (Fig. 3). At 
bronchoscopy on 
July 14 the appear- 
ances were the 
same as those 
three weeks earlier, 
but several pro- 
tuberances were re- 
moved with the 
biopsy forceps to 
‘widen the airway. 

On July 17 the 
patient was dis- 
charged from St. 
George’s Hospital, 
but during Novem- 
ber he again be- 
came ill with in- 
creased cough and 
dyspnoea, and his 
condition steadily 

_ deteriorated. 

On December 21 
he was readmitted 
to Whittington 

Hospital, He was then gravely ill, mentally confused, cyan- 
osed, and dyspnoeic. There was no response to antibiotic 
treatment, and he died on December 24. Necropsy showed 
that death was due to acute purulent bronchitis super- 
imposed on chronic bronchitis and emphysema. Massive 


Fic. .3.—Bronchogram showing occiu- 
sion of the left upper lobe bronchus. 


amyloid infiltration was present in the submucosa, muscu-" 


laris, and adventitia of the left and right main bronchi. The 
deposit in the left main bronchus had made its wall up to 
0.4 cm. thick. Histological examination of the iver, 
‘kidneys, and spleen did not show evidence of amyloid. The 
other organs did not show any significant disease. 


Summary 
The literature of amyloid tumours of the trachea and 
lung is reviewed briefly. | 


A case of amyloid deposi the RS 
ol id deposits in the bronchi is describeg 
The condition should be borne in mind when considering 
the nature of a bronchial tumour. 


This case is published with the kind permission of Dr. A, | : 


Jacobs, physician, and Dr. A. B. Bratton, pathologist 
Whittington Hospital, and Mr. A. H. M. Siddens’ prea 
surgeon, St. George’s Hospital. 
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SIGNIFICANCE OF PHYSIOLOGICAL 
PATTERN OF ANIMAL STRAINS IN 
BIOLOGICAL RESEARCH* 


ELIZABETH S. RUSSELL, M.A., Ph.D, 
Jackson Memorial Laboratory, Bar Harbor, Maine 


Serious problems are presented in all biological research 
by differences in the characteristics and reactions of 
experimental and control animals caused by genetic 
and/or environmental variables. One large source of 
variation, genetic difference, can be practically elimini- 
nated by the use of inbred animals. Forty-two different 
inbred strains of mice are maintained and studied in the 
Inbred Nucleus of the Jackson Laboratory, Bar Harbor, 
Maine, U.S.A. The majority of mouse inbred strains 
were originally developed for cancer research, in which 
their first function was to prove the existence of genetic 
factors influencing the incidence of cancer and the inde- 
pendence of inheritance of different types of tumours. 
The same process of inbreeding which fixed the cancer- 
influencing genes in each of these strains fixed practic- 
ally all of the 10* to 10° genes carried by any one strain. 
The individuals within each of the more than 100 inbred 
mouse strains which now exist are as alike genetically 
as it is possible to make and keep living material. 


Classification 


What types of characters are fixed in these strains ? 
How do they differ from each other ?_ The classification 
of strain differences given in Wright and Eaton’s (1929) 
classic paper still does very well as a decription of the 
type of differences between inbred groups. It is par- 
ticularly valuable for its demonstration that genetic 
differences are very important even in cases in which 
they do not produce obvious effects under all conditions. 
Their first category, complete fixation of a phenotype, 
in cases in which the genes concerned have an  all-or- 
none effect, might be exemplified for the mouse by the 
differente between white BALB/c mice, carrying the 
genes cc for albinism, and black C57BL mice, carrying 
the genes CC for intense colour. The second category, 


fixation of average grade, may be illustrated by com- ~ 


paring the incidence of mammary tumours in C3H 
females with 96%, DBA/1 females with 66%, and 


*This investigation waS supported by a research grant 
C-1074(C3) the National Cancer Institute, of the National 
Institutes of Health, U.S. Public Health Service. The paper & 
slightly altered from an address in the Proceedings of the Fourth 
Annual Meeting, Animal Care Panel, December 2 and 3, 1953, 
Chicago, Illinois, U.S.A. é 


\ 


— 


Fe 


IROSERBRS 


A ar we Haynes, A. L., Clagett, O. T., and McDonald, J. R. (1948), Surgery, 24, 
Lunzenauer, K. (1952). Frankfurt. Z. Path., 63, 519. 
4 Noring, O.. and Paaby, H. (1952). Acta path. microbiol. Scand., 31, 470, 
whn, J. G., and Etess, A. D. 


Oe 


Aprit 2, 1955 


ANIMAL STRAINS IN RESEARCH 


Mepicat Journat 527 


C57BL/6 females with less than 1%.* These averages 
have remained fairly constant through the past 15-20 


Dr. Gowen, of Iowa State College, is responsible for 
the development and study of an excellent example of 
the third category, fixation of relative rank. He pro- 
duced a series of mouse inbred lines differing in rela- 
tive susceptibility to mouse typhoid (Gowen, 1950), the 
actual proportions succumbing depending, of course, 
upon the existence and extent of their exposure to 
Salmonella organisms. This category overlaps in some 
cases the fourth, fixation of reaction to conditions. The 
high susceptibility to sound-induced seizures charac- 
terizing the DBA strain and completely lacking in the 
CS57BL strain (Fuller and Smith, 1953) is, however, an 
unequivocal example of this fourth category. A qualifi- 
cation which should be added to this classification has 
to do with a similarity rather than a difference. A con- 
siderable proportion of the animals in any generation 
of an inbred strain must grow to fertile healthy adult- 
hood if brother-sister matings are to continue indefi- 
nitely. During inbreeding there will tend to be a reduc- 
tion in fertility, since chance prevents accumulation of 
all favourable genes in one package. However, genes 
causing all or a high proportion of individuals to have 


_ severe early abnormalities could not be fixed in a strain. 


Genes leading to a high proportion of serious deleterious 
effects appearing Jate, after the production of a number 
of litters, have, however, been fixed in many strains. 
These effects include various cancers as well as other 
types of disease. Thus in all inbred strains extremely 
severe genetic effects cannot appear very early in the 
life span. 

Pulling from a hat four type-examples of characters 
differing among inbred strains of mice would do little 
to convince a jury that the use of inbred animals is 
essential to most types of animal research. The judges 
may feel that coat-colour, tumour susceptibility, typhoid 
resistance, and reaction to loud noises have nothing to 
do with the problems faced by most investigators. It 
is hoped that presentation of a few further examples 
garnered from recent literature may give some indica- 
tion of the probable extent of genetic influence upon 
physiological characteristics. In the library of the 
Jackson Laboratory there are more than 1,200 refer- 
ences, from 1951 to 1953 journals, to studies based on 
inbred mice. These have been catalogued and classified 
in a subject-strain bibliography (Staats, 1954) which pro- 
vides rapid access to literature pertinent to a particular 
strain or condition. For the purposes of this presenta- 
tion I have listed some of the newer physiological differ- 
ences among strains gleaned from this bibliography, but 
Ihave omitted from consideration a much larger number 
where a single strain was used simply to provide genetic 
uniformity or because previous work had shown it to 
be the best for a particular purpose. 


Strain Differences in Reactions 


_ Different strains have been shown to react very differently 
to several external environmental factors. The nature of 
disease produced by a certain pathogen may depend upon 
the genotype of the host. For example, the Newcastle virus 


‘usually causes pneumonia when administered intranasally 


to DBA/2 and C3H mice, but produces encephalitis in 
DBA/1 mice (Liu and Bang, 1952). Genetic difference may 
alter the survival time of individuals infected with a certain 


*Inbred Nucleus means animals born 1948-50. 


pathogen. The average survival of DBA/2 mice after 
standard inoculation with the malaria-producing Plasmo- 
dium berghei is 9.9 days, of CS57BL mice 13.2 days, and 
of their hybrid DBAXC3H F,, 19.7 days (Greenberg et al., 
1953). The longer survival of the hybrid is due to its greater 
ability to tolerate parasitaemia rather than to delay in infec- 
tion. Certain strains of mice are frequently plagued with 
diseases which never hit mice in adjacent pens, The infan- 
tile diarrhoea of C3H mice (Runner and Palm, 1953; 
Russell, 1954) is an example of this type of strain-limited 
susceptibility. It may hit as many as 50% of litters born 
in winter months, and is especially frequent in first 
litters. 

Strains differ in their capacity for antibody production 
(Fink and Quinn, 1953). Antibodies against protein were 
produced in five strains by intramuscular injection of egg 
albumen. . Animals of the highest strain, DBA, were more 
than four times as reactive as those of the lowest strain, 
BALB/c. Injection of pneumococcus polysaccharide also 
showed significant differences among the same five strains, 
but the order of reactivity is very different. A/Lilly, the 
most sensitive, was four times as reactive as C57BL/6. 

Experiments which involve taking research animals to 
outlying districts have created a necessity for finding 
animals Which can tolerate very low temperature and sudden 
change. Weanling BALB/c mice have such cold tolerance, 
and when put outdoors in winter can easily survive for 30 
days, including periods of 0° F. temperature, while CS7BL 
mice under the same conditions die in less than a single 
day (Curran, 1955)., On at least three occasions serious loss 
to animal colonies has resulted from fumes of chloroform 
or allied products (Deringer et al., 1953; Shubik and 
Ritchie, 1953). Males only of particular strains are affected. 
In a Jackson Laboratory catastrophe more than 74% of 
DBA/2, 51% of DBA/1, 32% of C3H, and 10% of BALB/c 
breeding males died within a week with a characteristic 
toxic destruction of the kidney. This event had no effect 
on females of these strains or on large colonies of six other 
strains in the same room. 

It is clear that variations in reactions to external agents 
such as have been described above could wreck an experi- 
ment using non-homogeneous animals. It is also clear that 
there are “strains of choice” for particular experiments. 
There is also considerable evidence that the endocrine picture 
varies with genotype in a way which may interfere with 
interpretation of experimental results, It has been shown 
that strains differ in their content of particular hormones. 
Evidence has been presented indicating the gonadotropin 
content of DBAs is 1.5 times that of mice of the A or 020 
strains (Miihlbock ef a!., 1952). The thyroxine level of 
C3H appears to be approximately 1.5 times that of CS7BL 
(Gross and Schwartz, 1951). Strains also vary in their 
sensitivity to particular hormones. It has been shown that 
the C57 group of strains is approximately 12 times as sensi- 
tive as the DBA, BALB/c, or 129 strains in its eosinophil 
response to adrenal cortical hormones (Wragg and Speirs, 
1952). The type of reaction of different tissues to a particu- 
lar hormone varies with strain. The susceptibility to 
oestrogen of breast, vaginal epithelium, and endometrium 
of three strains has been compared (Silberberg and Silber- 
berg, 1951). The Silberbergs reported the mammary tissue 
of DBA and A more susceptible to oestrogen than that of 
CS57BL, and the vaginal epithelium and endometrium of 
C57BL very sensitive, of DBA ‘intermediate, and of A strain 
relatively resistant. Recent work by Drasher (1955) indi- 
cates that the strain difference in uterine reaction may be 
one of duration of reaction rather than of initial suscepti- 
bility. . : 

Strains of mice differ qualitatively in their reaction to 
extirpation of endocrine organs. Removal of ovaries from 
day-old C57BL mice does not alter the fate of their 
adrenals. The same operation on DBA females eventually 
leads to nodular hyperplasia of the adrenal, with secondary 
effects on other endocrines. In CE females the same opera- 
tion results in adrenal cortical carcinomas. Recent work 
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on the inheritance of these differences (Woolley et al., 
1953) has shown 100% adrenal cortical carcinomas in the 
F, hybrids of both CS57BL and DBA with CE. 

At present a rapidly expanding field of study is strain 
difference in enzyme activity. In this field I am not quali- 
fied as an expert, but can at least list enzymes which have 
been studied. For example, within the past three years 
differences among strains have been described in liver - 
glucuronidase (Law ef al., 1952; Fishman and Farmelant, 
1953; Sie and Fishman, 1953), mammary glucuronidase, 
and esterase (Cohn and Bittner, 1951), serum tributyrinase 
(Tuba, 1952), and serum alkaline phosphatase (Tuba, 1953). 
The work on probable mode of inheritance of difference in 
liver glucuronidase activity, which is less than one-tenth as 
high in C3H as in A strain mice (Law ef al., 1952), is 
particularly impressive. 


Physiological Strain Differences 


In addition to the Jackson Laboratory’s attempt to keep 
up with the growing knowledge of the characteristics of 
inbred strains by following the literature, certain observa- 
tions have been carried out on the animals maintained in 
the Inbred Nucleus of the Jackson Laboratory which 
indicate physiological strain differences. A study of the 
formed elements of the blood of young adults from 18 
different inbred strains, for example, showed that differ- 
ences among strains contributed very significantly (0.1% 
level) to variations in erythrocyte number, haematocrit, 
and haemoglobin, even though there were great overlaps 
between strains (Russell ef al., 1951). The mean haemo- 
globin content varied from 12.2 g.% for C3H/Jax to 15.0 
g.% for BALB/cJax. Strain differences in leucocyte char- 
acteristics were also very conspicuous in spite of the wide 
variation within strains to be expected in a character so 
easily influenced by environmental factors. The mean total 
leucocyte counts for the various strains ranged from 5.87 
x 10° for RIII/Jax to 11.43 x 10° for C57BL/6Jax, and 
strain differences contributed very significantly (0.2% level) 
to the total variance. The differential leucocyte count also 
varies significantly with strain (0.1% level), with the entire 
C57 group of strains very low in granulocyte percentage. 
Subsequent work has shown that different genes affect 
granulocytes and agranulocytes (Budds ef al. 1953), since 
the rank order for granulocyte number (C3H>DBA/1> 
BALB/c>DBA/2>A>AKR>CS57BL/6) is very different 
from that for agranulocyte number (C57BL/6>DBA/1> 
BALB/c>DBA/2>A >C3H>AKR). 

In the Inbred Nucleus breeding mice are retired at 1 year 
of age, but they are allowed to live out their life-span for 


Mean Life-span of Male and Female Mice from the 10 Largest 
Inbred Colonies 


Strain Mean Life-span (Days) 
Females Males 
High-moderate Mammary Tumour Strains 

: (in order of decreasing incidence) 
C3H ee oe 3144s, 424-3 
DBA/1 wis 399-4 “ 411-5 
A/He me 389-2... 453-8 

Low Mammary Tumour Strains 
BALB/c .. 4850 .. 475-4 
CS7BL/6 .. 562-7 qe 529-4 
CS7L/He .. o 513-5 490:6 


the study of their potentialities for specific types of disease. 
The Table compares the mean life-span of males and 
females from the ten largest.inbred colonies, using animals 
born during a three-year period, 1948-1950 (Russell er al., 
1955). Several conclusions can be drawn from these data. 
They confirm the previous observation that mammary 
tumours strike at different ages in different strains. As a 
general rule, the longevity of females in mammary tumour 
strains is less than that of males, but there is one exception 
in our data, in DBA/2. The extent of the sex-differential 


in survival in mammary tum trai athena 

our strains also varj i 
strain. The differences among means of mort pe 
and females of the low mammary strains show that f, 
other than mammary tumour susceptibility Strongly aff 
survival, so that strain means can run from apposite “s 
280 days for the AKRs, which usually die with lym a 
leukaemia, to approximately 550 days for CSTBL/6. on 
low mammary strains, under the conditions of our dane 
females tend to outlive their mates slightly, although then: 
are exceptions. It is clear that ageing processes must 
greatly with strain. It is hoped that analysis, now under 
way, of necropsy data collected on these strains will j 
crease our knowledge ‘of ‘patterns in mouse gerontol a 
Whatever the causes behind these genetic ageing differene ‘ 
their existence could lead to erroneous results from a 
term experiments mvolving heterogeneous animals ‘a 
could dictate the choice of inbred animals to fit the time 
requirements of particular experiments. 


Importance of Genetic Differences 


The literature exampies on endocrine balance and 
response and On enzyme activity, plus the Inbred Nucleus 
examples on blood picture and longevity pattern, show that 
there must be great differences in internal constitution and 
relationships influenced by genes. As with the reactions to 
external agents, such differences within an experiment could 
lead to fallacious conclusions. If we could Only come to 
know each strain well enough, such differences between 
groups could be invaluable too!s. ‘There is so very much 
to know. The million or so genes carried by a single mouse 
may have direct or indirect’ effects on many characters, 
The nature of effect of any particular gene may depend a 
great deal on its interaction with other genes. We have 
seen that genetic differences do not always have an all-or- 
none effect, but may alter average grade, relative rank, or 
reaction to conditions, 

This means that two genetically different individuals may 
under some conditions be identical for a given character, 
but under other circumstances will differ. It also means 
that there are variations within as weil as between inbred 
strains. The recent rapid increase in examples of strain 
differences means that more and more investigators are 
coming to realize the importance of genetic difference and 
are beginning to tap the mine of information that is waiting 
for them in the already established inbred types. Many 
of them have started their experiments to test a hypothesis 


on the basis for a known strain difference, as the incidence . 


of a certain type of tumour (Gross and Schwartz, 1951; 
Silberberg and Silberberg, 1951; Mihlbock ef al., 1952; 
Greenberg ef al., 1953), but more often than not they have 
turned up what appears at present to be a completely inde- 
pendent attribute of the strain difference. Other investiga- 
tors have accepted the extremely valuable concept of 
“strains of choice” for a given experiment, and start their 
investigations with a cross-strain test of their particular 
procedure or substance. This is an extremely wise course 
of action, since they eventually obtain both suitable and 
genetically homogeneous material. Unless they are 
theoretical geneticists, however, their interest ends with 
establishing their base-line. 

Since this is a paper on the significance of physiological 
pattern of animal strains, it seems suitable to mention the 
great importance of variations within strains to students 
of the relation between heredity and environment. Analysis 
of association of intra-strain differences with life-history 
differences, including parental effects, is the most valuable 
tool in this field (Wright and Eaton, 1929; Runner and 
Palm, 1953 ; Russell, 1954). For characters with great intra- 
strain variation, greater variation between strains often pro- 


vides geneticists with the only evidence that genes have 


anything to do with the character (Russell et al., 1951; 
Budds ef al., 1953). 
Thus the rapidly increasing knowledge of inherited differ- 
ences between strains in their reaction to conditions, their 
internal balance, and their normal levels of certain cells or 
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makes it more and more apparent that genetic 


ity is essential to most physiological work, and 
that genetic variety between strains provides an array of 
yaluable tools for particular types of physiological experi- 


ts. 
Summary 
The use of inbred strains in biological research is 
essential for fixation of either phenotype, average grade, 
relative rank, or reaction to conditions. Examples are 
nted of each type of strain differences in mice, 
from 1951-3 literature and from research in the 
Inbred Nucleus of the Jackson Laboratory. These in- 
clude differences in disease susceptibility, nature of 
disease produced by a given pathogen, survival time of 
infected individuals ; capacity for antibody production, 
cold tolerance, reaction to specific toxins ; sensitivity to 
and content of various hormones and reaction to endo- 
crine extirpation ; and differences in normal blood-cell 
levels, life-expectancy, and pathology pattern. . 


REFERENCES 
Budds C., Russell, E. S., and Abrams, Gerald E. (1953). Proc. Soc. 
(N.Y), 84, ‘176. 
Cohen, S. L., and Bittner, J. J. (1951). Cancer Res., 11, 723. 
Curran, R. H. (1955). Genetics, 39. In press. 
Deringer, Margaret K., Dunn, Thelma B., and Heston, W. E. (1953). Proc. 
Soc. exp. Biol. (N.Y.), 83, 474. 
Drasher, Marion L. (1955). J. Hered. In press. 
Pink, Mary A., and Quinn, Virginia A, (1953). J. Immunol., 70, 61. 
Fishman, W. H., and Farmelant, M. H. (1953). Endocrinology, 52, 536. 
Fuller, J. L., and Smith, Mary E. (1953). Amer. J. Physiol., 172, 661. 
Gowen, J. W. (1950). Genetics in the Twentieth Century, edited by L. C. 
Dunn, p. 401. MacMillan, New York. 
Greenberg, J., Nadel, E. M., and Coatney, G. R. (1953). J. infect. Dis., 


, 96. 
oun i, and Schwartz, S. (1951). Cancer Res., 11, 614. 
Law, L. W., Morrow, A. G., and Greenspan, E. M. (1952). J. nat. Cancer 
Inst., 12, 909. 
Liu, Ch’ien, and Bang, F. B. (1952). Amer. J. Hyg., 55, 182. 
Mihlbock, O., van Ebbenhorst Tenzbergen, W., and van Maurik, G. (1952). 
Acta endocr. (Kbh.), 9, 48. 
Runner, M. N., and Palm, Joy (1953). Proc. Soc. exp. Biol. (N.Y.), 82, 147. 
Russell, BE. S. (1954). Ann. N.Y. Acad. Sci., 57, 597. 
— Neufeld, E. F., and Higgins, C. T. (1951). Proc. Soc. exp. Biol. 
(N.Y.), 78, 761. 
— Fekete, Elizabeth A., Borges, Paulo R. F., MacFarland, Eleanor a 
and Collins, Joan B. (1955). J. exp. Zool. In press. 
Shubik, P., and Ritch’e, A. C. (1953). Science, 117, 285. 
Sie, H’sien-gieh, and Fishman, W. H. (1953). Cancer Res., 13, 590. 
Silberberg, M., and Silberberg, Ruth (1951). Proc. Soc. exp. Biol. (N.Y.), 
161 


76, 161. 
Staats, Joan (1954). Science, 119, 295. 
Tuba, J. (1952). Cancer Res., 12, 113. 
— (1953). Canad. J. med. Sci., 31, 41. 
ag G. W., Dickie, M. M., and Little, C. C. (1953). Cancer Res., 13, 
1. 
Wragg, L. E., and Speirs, R. S. (1952). Proc. Soc. exp. Biol. (N.Y.), 80, 


680. 
Wright, S., and Eaton, O. N. (1929). Tech. Bull., U.S. Dep. Agric., 103, 1. 


The Singapore Anti-tuberculosis Association has recently 
published a well-illustrated account of the origin and 
activities of the Royal Singapore Tuberculosis Clinic, which 
has been in existence since 1948. In a foreword to the 
book the Right Hon. MALCOLM MACDONALD, Commissioner- 
General for the United Kingdom in South-east Asia, refers 
to the great increase in the work of the clinic, and con- 
tinues: “ Despite this attack, tuberculosis still remains a vast 
and dangerous problem in Singapore. Just how vast and how 
dangerous is still far from understood by the general popu- 
lation.” The figures given in this book should dispel com- 
placency. There may be as many as 50,000 patients needing 
Every day at 
the Royal Tuberculosis Clinic, which is a voluntary organ- 
ization, some 20 new cases of tuberculosis are discovered— 
a steady 8 to 9% of those x-rayed each month. In all, 
nearly 60,000 radiographs are taken every year and 55,000 
blood sedimentation tests performed. Between three and 
four thousand patients are under treatment -at any one time, 
and in 1953 the total of patient attendances was over 150,000. 
The work of the clinic is carried on in two separate units, 
one for diagnosis and the other for treatment. There are 
no beds, but domiciliary treatment has proved remarkably 
successful, particularly among the Chinese. A children’s 
clinic has now been started, where some 130 children a 
month are brought by their parents. 


PELVIC TUBERCULOSIS 
A REPORT ON 19 CASES 
BY 


ALEX KOUYOUMDJIAN, M.D. 
American University Hospitals, Beirut 


Morgagni (quoted by Norris, 1931), in the eighteenth 
century, was the first to recognize pelvic tuberculosis, 
but no further mention of the disease is found in the 
medical literature until 1831. Since that time numerous 
reports have appeared. The recent advent of strepto- 
mycin, P.A.S., and isoniazid has stimulated a new interest . 
among gynaecologists. 

The incidence of pelvic tuberculosis in the female is 
said to vary in different parts of the world. Sharman 
(1952), in Glasgow, and Rabau (1950), in Israel, have 
reported a high incidence of the disease in their respec- 
tive clinics. I consider that pelvic tuberculosis in the 
Lebanon is more common than is generally believed, 
and this report is the first of its kind from that country. 


Material 


A review of the records at the American University 
Hospitals, Beirut, revealed 35 cases listed under the heading 
of pelvic tuberculosis for the seven-year period July 1, 1946, 
to June 30, 1953. However, a careful study of the case 
records shows that the diagnos's was established histologi- | 
cally in only 19 cases, and this study is confined to these 
19 proved cases. The age incidence is shown in Table I. 


TaBLe I.—Age Incidence 


Age No. of Patients Percentage 
10-19 0 0 
20-29 7 36-8 
30-39 . 6 31-6 
40-49. 4 21-1 
50-59 2 10-> 
Total 19 100 


Nulliparae, 8 (42%); average age, 28-6 years. Multiparae, 11 (58%); 
average age, 36-6 years. 


During the same seven-year period there were 2,492 ad- 
missions to the gynaecological service of this institution. 
Thus the incidence of pelvic tuberculosis in these 2,492 ad- 
missions was approximately. 0.8%. This is considerably 
lower than Leon’s (1950) figure of 2% for all gynaecological 
conditions. Greenberg (1921) gives the incidence of tuber- 
culous salpingitis among 24,155 gynaecological admissions 
to the Johns Hopkins Hospital as 0.83%. 


Symptoms 

Abdominal Pain.—The commonest symptom encountered 
in this series was low abdominal pain. This was present in 
57.8% of the cases. Typically, the pain was of a dull 
nature, beginning in one of the lower quadrants and later 
being bilateral. Acute abdominal pain with fever simulating 
acute salpingitis or appendicitis has also been reported. 
Usually the attacks of pain became worse during the 
menstrual periods, but dysmenorrhoea per se was the ad- 
mission complaint in only 15.8% of our cases. Backache 
was present in 27.4%. 

Sterility——The next commonest complaint was sterility 
(52.7%). It was primary in 42.2% and secondary in 10.5%. 
These figures are in sharp contrast to those given by Brown 
et al. (1953), who report it in only 6.9% of their cases. 
Greenhill (1951) states that tuberculosis is an infrequent 
cause of sterility, but in some parts of the world 5 to 6% 
of all endometrial biopsies performed on infertile women 
show tuberculosis. Sharman (1952) found histologically 
proved endometrial tuberculosis in 5.2% of 2,985 patients 
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with primary sterility. Liljedahl and Rydén (1951) state that 
among 499 women who were sterile the incidence of genital 
tuberculosis was 10%. During the seven-year period of this 
study 250 sterile women were admitted to the gynaecological 
service of the American University Hospitals. Ten of them 
were found to have genital tuberculosis, an incidence of 4%. 

Fever.—This was usually of a low-grade nature and often 
unnoticed by the patient. It was present in nine cases 
(47.4%). 

Leucorrhoea.—The discharge was usually not profuse and 
was of a watery character. It was found in seven cases 
(36.8%). Two patients reported the discharge as foul- 
smelling. 

Ascites.—Swelling of the abdomen due to fluid, either in 
the past history or on admission, was present in six patients 
(31.6%). One patient also had a pleural effusion. 

Menstrual Disturbances.—These may take various forms. 
In our series the commonest complaint related to the menses 
was an irregularity of the periods (27.4%). Amenorrhoea 
and menorrhagia had an incidence of 21.1% each. The 
amenorrhoea in these cases was the result of the general 
condition of the patient rather than infection in the genital 
tract. The incidence of dysmenorrhoea in our series, 15.8%, 
is lower than the figure given by Greenberg (62%). 


Findings 


Physical.—Bimanual pelvic examination often yields very 
instructive information in cases of pelvic tuberculosis. In 
31.6% of our patients pelvic masses were felt unilaterally or 
bilaterally, usually the latter. However, a simple thickening, 
induration, or fixation of the adnexal tissues was just as 
common (31.6%). The fundus was found retroverted and 
fixed in 27.4%. In 15.8% of the patients the uterus was 
enlarged and the pre-operative diagnosis was myoma 
of the uterus. In three cases the pelvic findings were 
regarded as normal (15.8%). In one case the cervix was 
granulating, and bled easily on examination. Carcinoma 
of the cervix was suspected, but the biopsy .revealed tuber- 
culosis. 

If one combines the cases diagnosed as myoma of the 
uterus with those in which the findings were normal, it will 
be seen that 31.1% of the patients had no indication of 
the presence of the disease. 

Owing to the widespread use of antibiotics, the younger 
generation of gynaecologists rarely see the large tubo- 
ovarian masses of gonorrhoeal or streptococcal origin so 
often encountered in the past. The presence of such masses 
should nowadays arouse a suspicion of their nature. 

Laboratory.—Once the diagnosis of genital tuberculosis 
is made, an x-ray examination of the chest should be made 
routinely. This was done in 13 of our 19 cases (68.4%), and 
evidence of healed or active pulmonary lesions was found in 
7 (53.8% of those subjected to the examination). The total 
leucocyte count was below 10,000 in 11 patients (57.8%). 
When such a result is found in a febrile patient the possi- 
bility of tuberculosis should be strongly entertained. The 
differential count showed lymphocytosis (lymphocytes over 

%) in 27.4% of our cases. Anaemia as measured by an 
erythrocyte count lower than 4 millions was present in 
42.2% of our patients. 

Table II gives a comparison «between our results and 
those of other authors. 

Histological (Tables 111 and IV).—One or both Fallopian 
tubes were available for histological study in 10 cases, and 
all were found positive for tuberculosis. This illustrates the 
fact that pelvic tuberculosis is primarily tuberculosis of the 
tubes. Endometrial tissue was studied either by biopsy or 
from a uterus removed at operation in 13 cases. Tuber- 
culous lesions were found in 11 (84.6%). The cervix was 
examined in five cases and found positive in two (40%). 
One or both ovaries were available in 10 cases, and lesions 
were found in two (20%). Both these were cases of tubo- 
ovarian abscess. The ovary is believed to be protected from 


Bro 
Finding nt Sert 1953) 
(19 Cases) | Coes) 
Abdominal pain .. 57:8% 69% 
Sterility .. .. 
35-42 
Backache .. .. 10-192 
Ascites .. .. 31.6% 
menorrhoea... 21-1 . 
Menorrhagia 21- Ig 30.388 
Dysmenorrhoea .. 15- 8-8% 
Dyspareunia 3-8% ° 
Positive chest x-ray film . .* 53-8”. 27% 
ytes below 10,000 57-8% +65% 
Lymphocytesis 27-4% 24%, ° 


Note.—Greenberg’s 200 cases are all of tuberculous salpingitis only, 
TaBLe III.—Sites Affected 


Site No. of Cases Percentage 
Endometrium il 57:8 
Fallopian tubes wt 10 52:7 
Peritoneum .. 4 21-1 
Ovaries 2 10-5 
.. 2 10-5 
Myometrium 1 5-3 


TaBLeE IV.—Relation Between Tissue Available for Histologi 
Study and Percentage Positive 


Tissue No. Available No. Positive y 
Oviducts .. 10 10 100 
Endometrium .... 13 84-6 
Cervix 5 2 
Ovaries... 10 2 20 
Myometrium ‘i 6 1 16-6 


infection by its thick capsule of tunica albuginea. Lesions 
in the myometrium were found in only one of the six speci- 
mens examined (16.6%). 

Peterson (1922) found tubal involvement in 86.3%, uterine 
in 50%, and ovarian in 43%. Tuberculosis of the vagina 
and vulva is extremely rare. This was absent in the present 
series. 


Methods of Diagnosis 


The diagnosis in all our 19 cases was established histolo- 
gically. This is an ideal that cannot always be achieved. 
Since early diagnosis is desirable, and since tissue is not 
always available for study, other methods of establishing the 
presence of the disease have been devised. Apart from the 
history and the pelvic findings, the following measures are 
at the disposal of the gynaecologist : 

1. Diagnostic Curettage—According to Brown ef al. 
(1953) 18.9% of cases are diagnosed by study of the endo- 
metrial curettings. Some investigators stress the danger of 
spreading the infection by curettage, and Sharman (1952) 
maintains that a single negative biopsy does not rule out 
the disease. 

2. Culture of Menstrual Blood and Cervical Mucus on 
Léwenstein’s Medium.—Kirchoff et al. (quoted by Greenhill, 
1952) had positive cultures in 10 out of 19 cases of proved 
genital tuberculosis. In eight of the nine missed cases tubal 
but not endometrial tuberculosis was present. - Furuhashi 
(quoted by Greenhill, 1952) believes that the most efficient 
way of diagnosing genital tuberculosis is by,culture of the 
vaginal contents on several pre-menstrual days or of men- 
strual blood. 

3. Guinea-pig inoculation of menstrual blood. 


4. Hysterosalpingography.—Ekengren and Rydén (1950) 


have advanced detailed criteria for the radiological diagnosis 
of tuberculous salpingitis. A closer co-operation between the 
gynaecologist and the radiologist is necessary to achieve 
better results in this field. 
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Discussion 

As stated at the beginning of this paper, 16 out of 35 

were discarded because of the lack of positive proof 

of the diagnosis. Had we used some of the investigative 

outlined above we would undoubtedly have found 

a higher incidence of genital tuberculosis among our 

‘ents. In many of the 16 discarded cases there was 

strong presumptive evidence of the disease, and guinea-pig 

inoculation or culture of the menstrual blood would almost 
certainly have established the diagnosis in some. 


Summary 


Data of 19 cases of tuberculosis of the female genital 
tract investigated at the American University Hospitals, 
Beirut, are presented. The commonest complaints and 

ysical findings are discussed and details of the histo- 
logical findings in biopsy specimens analysed. 

Pelvic tuberculosis is not rare. Its incidence among 
2,492 gynaecological admissions to this institution is 
0.8%. The diagnosis of the disease would be more 
frequently established if the measures outlined could be 


routinely used. 


I wish to thank Dr. D. Homer Rea for permission to publish 
these cases and for advice on the preparation of this paper. 
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Medical Memoranda 


Extreme Fluid and Electrolyte Loss Due to Villous 
Papilloma of the Rectum 

A case of a large mucus-secreting villous papilloma of the 

rectum producing extrarenal uraemia, acidosis, and dehy- 

dration as the result of severe diarrhoea is here described. 

Recovery followed treatment of the fluid and electrolyte loss 

and resection of the tumour. 


Case REPORT 
A single woman of 57, who had previously been in good 


' health, began in 1951 to have attacks of diarrhoea. She 


said that during the attacks she might pass as many as 20 
motions a day, which were fluid and often colourless. At 
the start the attacks did not last longer than 48 hours, and 
then the bowel action might be normal for weeks. She 
never passed any blood. She gradually began to lose weight 
and strength, but never consulted a doctor. A week before 
her emergency admission to hospital in May, 1953, the 
diarrhoea became extreme with almost continuous rectal 
fluid loss. She also complained of paroxysms of severe pain 
in the back of the legs and in the abdomen. There was 
occasional vomiting. She did not remember the 18 hours 
Previous to coming into hospital. 

On admission “she was moribund, and the immediate 
clinical impression was that she was in the terminal stage 


of diabetic coma. There was intense acidotic breathing, and, 
from the flaccidity of the skin and the low eyeball tension, 
evidence of extreme dehydration. The tongue was dry and 
furred, the pulse feeble and rapid, and the systolic blood 
pressure only 60 mm. Hg. She was catheterized, but no 
urine was found in the bladder. A bowel action occurred 
which consisted of clear fluid apart from a few flecks of 
white mucus. 

Her condition was so poor that she was not moved from 
the casualty examination couch. An intravenous infusion 
of normal saline was set up and 5 pints (%8 litres) run in as 


’ fast as possible. Methylamphetamine, 30 mg. intravenously, 


was also given. Her condition immediately improved. She 
became conscious and the systolic blood pressure rose to 
100 mm. Hg. She was then transferred to a ward and given 
a further 3 pints (1.7 litres) of normal saline intravenously 
during the night. The next morning she had improved 
greatly, and, as she was now able to drink, the drip was 
discontinued. Streptomycin sulphate, 0.5 g. four times a 
day, was given for three days. The stools on the first 
of these days continued to be fluid and frequent, but 
thereafter, over the next week, gradually became coloured 
and infrequent, although they were still fluid and contained 
mucus. 

The day after admission the serum chemistry was as 
follows: blood urea, 205 mg. per 100 ml. ; sodium, 295 mg. 
per 100 ml. (128 mEq/litre) ; chloride, 327 mg. per 100 ml. 
(92 mEq/litre) ; potassium, 15.8 mg. per 100 ml. (4.1 mEq/ 
litre) ; COz combining power, 25 vols.% (11.2 mEq/litre). A 
blood count showed : red cells, 5,960,000 per c.mm.; haemo- 
globin, 120% (17.8 g.%), white cells, 15,700, of which 82.5% 
were polymorphonuclears. The stools contained mucus, pus 
cells, occasional red blood cells, and macrophages, but no 
cysts, ova, amoebae, or Giardia lamblia. No pathogens 
were isolated in culture. The urine contained pus cells, red 
cells, and fairly numerous granular casts. There were no 
organisms. Twenty-four specimens of urine were collected, 
and, as might be expected, of the intake of 5 g. of sodium 
chloride daily the average output was 0.05 g. of chloride and 
0.1 g. of sodium in 24 hours. In spite of this salt retention 
and unrestricted fluid intake the serum chemistry was very 
slow to return to normal. 

Six days after admission the serum chemistry was as 
follows: urea, 155 mg. per 100 ml.; sodium, 275 mg. per 
100 ml. (120 mEq/litre); chloride, 312 mg. per 100 ml. 
(88 mEq/litre) ; potassium, 16.2 mg. per 100 ml. (4.2 mEq/ 
litre); COz combining power, 40 vols.% (17.9 mEq/litre). 
Twelve days after admission it was: urea, 65 mg. per 100 


_ml. ; sodium, 273 mg. per 100 ml. (119 mEq/litre) ; chloride, 


324 mg. per 100 ml. (91 mEq/litre) ; potassium, 24.8 mg. 
per 100 ml. (6.4 mEq/litre). 

She was placed on 15 g. of salt daily, and on the sixteenth 
day the blood urea had fallen to 28 mg. per 100 ml. The 
urine was free from albumin and there were no casts. The 
general appearance of the patient was quite normal. 

There were never any abnormal findings on abdominal 
examination, but a soft mass was just palpable on rectal 
examination. On sigmoidoscopy a papillomatous growth of 
the pelvo-rectal junction was seen. The pedicle had a wide 
base. On attempting to pass the sigmoidoscope above the 
papilloma vision was obstructed by the rush of fluid faeces 
escaping from above. The rectal mucous membrane was 
quite normal. Histologically the biopsy specimen had the ' 
appearance of a villous papilloma. 

Four weeks after admission Mr. B. N. Brooke opened the 
abdomen through a left paramedian incision. A large 
tumour was found in the lower sigmoid and the upper 
rectum, the rest of the colon being quite normal on inspec- 
tion and palpation. The tumour was excised and an end- 
to-end anastomosis performed. 

Post-operative recovery was uneventful and the patient 
was discharged ten days later. When seen subsequently she 
felt and looked .well, and there was no complaint of 
diarrhoea. 
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The specimen was a villous papilloma of the colon. 
Section of the growth showed marked cellular hyperchrom- 
atism and occasional mitoses, but there was no invasion of 
the bowel wall at the base of the tumour. 


COMMENT 


The classification of benign tumours of the colon and 
rectum is much confused. Bocktis (1944) gives a separate 
place to the villous papilloma&s ‘a variety of adenoma. 
Bacon (1938) describes the villdis papilloma as a rare and 
single tumour, which may often become very large. He 
says it is more common in men than in women, and occurs 
between the ages of 35 and 55. On section the tumour is 
made up of innumerable villi lined with columnar cells, and 
the very large surface area of the tumour explains the 
opportunity for fluid loss. It is stated that malignant de- 
generation occurs in 20% of the cases (Rankin ef al., 1932). 
Burns (1950), in reporting nine cases, does not mention fluid 
loss to the point of dehydration. Eight of his patients are 
alive and well following various operations ; one died from 
the operation. Further perusal of the literature has not 
revealed a case record in which the amount of fluid and 
electrolyte lost from the surface of the tumour was so great 
that extreme salt depletion and extrarenal uraemia was 
produced. 


My thanks are due to Dr. C. F. Hawkins and Mr. B. N. 
Brooke for their help and permission to publish. 


M. G. FirzGeratp, M.B., M.R.C.P. 
Formerly Resident Medical Officer, General Hospital, Birmingham. 


Bacon, H. E. (1938). Anus, Rectum, Sigmoid Colon, p. 522. Lippincott, 
Philadelphia. 

Bockus, H. L. (1944). Gastroenterology, 2, 711. Saunders, Philadelphia. 

Burns, F. J. (1950). Amer. J. Surg., 80, 97. 

Rankin, F. W., Bargen, J. A., and Buie, L. A. (1932). The Colon, Rectum 
and Anus, p. 405. Saunders, Philadelphia. 


Recovery from an Incompatible Blood Transfusion 
Complicated by Anuria 


Grossly incompatible blood transfusions have become rare 
since the intricacies of the indirect and direct matching tests 
have been appreciated. Nicholson (1948) reported from a 
group of blood banks 67,844 transfusions with 18 haemolytic 
reactions and 3 deaths. It is unlikely, therefore, that any 
individual doctor will see or treat many cases of incom- 
patible transfusion. 

Discombe (1952) discussed the causes and treatment of 
six ABO incompatibilities which had occurred during the 
transfusion of over 10,000 bottles. He emphasized the two 
types of clinical response to incompatible transfusion : one 
with immediate circulatory collapse, which carries a very 
high mertality ; the other ordinary haemolytic reaction, with 
pain in the loin, rigor, fever, and haemoglobinuria, some- 
times followed by anuria, which is less lethal. None of the 
cases described by him developed anuria, and all recovered. 
He attributed this success to the Borst (1948) regime (Bull 
et al., 1949), which in his experience had changed a 100% 
mortality following the forcing of fluids and intravenous 
sodium sulphate into a 100% recovery. 

The following case developed complete anuria which 
lasted for 12 days, and is therefore thought to be worth 
recording. 

Case REPORT 

A Chinese woman aged 28 was admitted to hospital in 
the early hours of the morning with the typical signs and 
symptoms of a ruptured ectopic pregnancy. She had had 
amenorrhoea for seven-weeks. She was advised immediate 
operation, but refused. During the day her symptoms 
increased in severity, and 14 hours after admission she 
consented to laparotomy. By this time she was slightly 
shocked. Following the administration-of two bottles of 
plasma substitute her condition improved. Laparotomy 


nfirmed the diagnosis: th PrP. 
co ed the diagnosis: there were 3-4 pints (1.7-2,3 litres 
of free blood in the peritoneal cavity. The riv opine 
tube was removed. 

After the operation her condition was fairly satis 
but, influenced by her relationship to a member of the 
nursing staff and the appearance of three males who -Wished 
to donate blood to her, it was decided to give a transfusion 
on her return to the-ward.. Two of the donors were declared 
to be compatible, and before recovery from anaesthesia had 
taken place 1,000 ml. of blood was given. Nothing abnormal 
was noticed during the transfusion. Twelve hours later she 
was seen to be slightly jaundiced. As she had not Passed 
urine spontaneously, the bladder was catheterized and ? oz. 
(57 ml.) of dark brown urine obtained. This was found to 
contain free haemoglobin, and was the last urine to be 
passed for 12 days. 


An immediate cross-check on the compatibility of the S 


blood was carried out and the patient was found to be 
Group A and both donors Group B. Although the labora- 


tory technician had cross-matched the blood, he had failed: 


to group either the donors or the recipient. 80 ml. of 5%, 
sodium bicarbonate was given intravenously, and the patient 
started on the Bull-Borst regime : 


Glucose oa 400 g. 

Peanut oil oe 100 g. 

Acacia .. to emulsify per 24 hours” 
Water .. to 1,000 ml. | 


via an intragastric drip. 

No previous experience with such a small fluid intake in 
a tropical climate with high humidity was to be found in 
the available literature, and no facilities for biochemical 
investigation were at hand. 

Twenty-four hours later her condition appeared to be 
deteriorating. . Her jaundice was by this time intense : she 
complained of severe nausea, her temperature was 103° F, 
(39.4° C.), and her pulse was weak and rapid. The relatives 
were told that the prognosis was almost hopeless. 

On the following day her condition was unchanged, and 
she vomited three times. 
returned to the stomach. On the fifth day her general con- 
dition had slightly improved : the jaundice was ‘less intense 
and her temperature was normal. She complained of severe 
thirst, but as her tongue was moist extra fluid was withheld. 
The bladder was again catheterized, but no urine was 
obtained. The blood urea at this time was 90 mg. per 
100 ml. From then on, subjectively, she showed slight 
daily improvement; however, daily catheterization proved 
that no urine was being secreted. The blood urea on the 
10th day was 165 mg. per 100 ml. 

On the 12th-day 3 oz. (85 ml.) of urine was removed from 
the bladder. She was allowed small quantities of fruit juice 
by mouth, and also drank 150 ml. of Darrow’s (1950) potas- 
sium solution. On the next day she passed 30 oz. (850 ml.) 
of urine spontaneously, and the intragastric drip was stopped. 

Penicillin, 500,000 units b.d., was given throughout the 
period of anuria. ; 

From then on recovery was uneventful. She was dis- 
charged from hospital on the 22nd day. At this time she 
still had a slight icteric tinge. Two weeks later this had 


completely disappeared and the b!ood urea was @8 mg. per — 


100 ml. When last seen, three months later, she was 
extremely well : the blood urea was unaltered, a urea con- 
centration test was within normal limits, and the blood 
pressure was 120/75. 


I wish to express my thanks to the Director of Medical Services, 
Federation of Malaya, for his permission to publish this case. 


C. L. CLINTON-THoMas, F.R.C.S., 
Su: g2on, General Hospital, Taiping, Malaya. 
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GENERAL PRACTICE IN THE U.S.A. 
ici is Practice. By eighteen authorities. 

The coh Garland, MD. (Pe $5) 

Boston and Toronto: Little, Brown and Co. 1954. 

This book, which is edited by the editor of the New 
England Journal of Medicine, contains nineteen essays by 
eighteen hands, and is intended to guide the American 
doctor about to settle in practice. Its main interest for the 
British reader therefore lies in the picture it gives of the 
American scene and in the contrast with conditions in this 
country. It is stated in one article that at least half the 
community rely upon general practitioners for their medical 
care, and that 85% of all conditions in the community can 
be treated by well-trained general practitioners. Dr. Donald 
Clark, employing what may be called the Collings estimate 
of the general practitioner, which has been so much criti- 
cized in this country, reckons (writing apparently of the 
immediate past) that not more: than 10 to 20% of general 
practitioners could be said to be competent. He classifies 
general practitioner$ into three classes: (1) those who have 
been inadequately trained by one year or less of “ rotat- 
ing” internships ; (2) those who have been more adequately 
trained by two or more years of resident appointments ; 
and (3) those who have by their continued industry devel- 
oped into general-practitioner specialists. He adds the 
warning (in italics) that the more interested the general 
practitioner becomes in a specialty the less competent he 
may be as a general practitioner. If this assessment of 
the adequate training of the general practitioner is accepted 
here, it can be said that its implications have not yet been 
realized by those responsible for his education and his 
employment. 

All the essays are informed by this same high seriousness, 
this starry-eyed sense of mission which makes the modern 
American so formidable a competitor. Even the doctor’s 
wife and the doctor’s children are bidden to realize the 
obligations of their high calling. One can imagine nothing 
more likely to diminish the marriage rate among English 
doctors than that all our sixth-form girls be given by their 
careers mistress the chapter entitled “ The Doctor’s Wife” 
to read. Yet the author of this essay provides the only joke 
in the book when she writes, “ How very fortunate is the 
doctor’s family that has encountered no greater dereliction 
than an enterprising young son’s sale of tickets for admission 
to his father’s library to View. illustrations in medical 
books ! °—a jest which she improves by a delightful mixed 
metaphor: “The doctor’s. and the clergyman’s children 
share alike the pains of the halo that pinches.” 

This book also tells the embryo doctor how to manage 
his office, his aide, his partnerships, his investments, his 
insurances, his income tax, his reali estate, and his will—in a 
word, his business as well as his profession. The disparity 
in our financial situations is illustrated by the advice to the 
practitioner to buy 100,000 dollars of life insurance and to 
pay his aide 54 dollars a week, and by the facts that the 
medical student spends more than 2,000 dollars a year, and 
that an unmarried doctor whose net income is 12,000 
dollars a year has 8,000 dollars left to spend after paying 
his income tax. 

There are some excellent chapters in this book, particu- 
larly one by Sidney Burwell ‘on the evolution of the doctor, 
and another on the choice of opportunities by J. H. Means. 

D. V. HuBBLe. 


A STUDENT’S BIOCHEMISTRY 


hemistry. By Abraham Cantarow, M.D., and Bernard 

Schepartz, Ph.D. (Pp. 848+xxv; illustrated. 55s.) Phila- 
delphia and London: W. B. Saunders Company. 1954 

This is a new book which, according to the authors, is 

designed primarily to meet the needs of the first-year medical 

student. Its 848 pages follow conventional lines of treatment, 


in which first is discussed the chemistry of carbohydrates, 
lipids, and proteins, including nucleoproteins. A chapter is 
then devoted to the chemistry of haemoglobin, porphyrins, 
and related substances. Vitamins, enzymes, and digestion are 
followed by a section on metabolism, including intermediary 
metabolism, water balance, and “inorganic metabolism.” 
The book concludes with chapters on hormones, on the 
chemical composition of tissues, blood and other body fluids, 
and on urine function and renal function. 

The authors have had long experience of teaching medical 
students, and this is shown in their lucid treatment of funda- 
mental matters which may cause difficulty to those beginning 
the course in biochemistry. But in some instances the 
authors set their didactic sights too high. It is doubtful if 
the average medical student will understand the expression 
“ Bonds hybrid. ta 2/3 covalent” (p. 119) in the formula 
illustrating methaemoglobin ; nor is he likely to follow the 
argument that, because the designation “vitamin By.” is 
applied to cyanocobalamin, in which the CN is bound co- 
ordinatively to the Co atom, “accordingly, Bi, (same as 
Bi2,) is hydroxocobalamin ” (p. 205). 

The volume contains more than the number of slips in 
structural formulae usual in a new book. On page 129 the 
structures of vitamins A; and Ae are identical, a reference 
to carbon atoms by numbers in the text being rendered 
nugatory by the absence of numbering in any of the for- 
mulae. The formula for ascorbic acid on page 141 is incor- 
rect, and many double “bonds are lacking on page 172. On 
page 663 the structure called pregnenolone is correct, but 
confusion will arise because this name is more commonly 
applied to an isomeric structure. Many of these slips will 
doubtless be corrected in any future edition, but the bulk of 
this rather discursive book is unlikely to be substantially 


reduced, F. G. Younc 


THE THEMATIC APPERCEPTION TEST 


The Thematic Apperception Test and the Children’s Apper- 
ception Test in Clinical Use. By Leopold Bellack, M.D., 
with the assistance of Marjorie Bristol. (Pp. 282+x. $6.75. 
New York: Grune and Stratton. 1954. 
This is a book for the specialist, being principally addressed 
to clinical psychologists and psychiatrists. It has the further 
limitation that those psychologists and psychiatrists who are 
still allergic to psychoanalysis should avoid it. Dr. 
Bellak is a psychiatrist and psychoanalyst, and his under- 
standings and formulations would in large part be meaning- 
less to those of too different a persuasion. 

The thematic apperception test (T.A.T.) consists of a 
series of rather vague pictures to which the patient is asked 
to tell a story. It was invented by H. A. Murray in 1935. 
The large literature concerning the test is listed in the biblio- 
graphy. Murray’s original method of interpretation has, in 
fact, been little used. Dr. Bellak here attempts to system- 
atize interpretation by a method of scoring on rather 
complicated sheets. The rationale of this system is ex- 
plained. To this reviewer it seems that the system is 
unnecessary, and so cumbersome that only wealthy American 
clinics could afford the time to use it. On the other hand, 
Dr. Bellak’s interpretations in the many clinical examples 
given seem logical and indeed, in most cases, inevitable. 
The examples are numerous, and the chapters on inter- 
pretation are honest in admitting the limitations of the 
method. No one using or wishing to use the T.A.T. should 
fail to read this book. é 

The analogous Children’s Apperception Test was invented 
by Dr. Bellak. It consists of a series of pictures of animals, 
devised in the belief that children identify with and project 
on to animals more easily than on to people, which is 
probably often true. This test is also described and many 
clinical examples of stories and their interpretations are 
given, Again the scoring sheet seems unnecessarily and 
Germanically complicated. 

This is an extremely valuable book requiring hard work 


on the part of the reader. Srepnen Coates. 
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BIOCHEMISTRY OF SEMEN 


The Biochemistry of Semen. By T. Mann, M.D., Sc.D., 
Ph.D., F.R.S. (Pp. 240+xiv; illustrated. 16s.) London: 
Methuen and Co., Ltd. New York: John Wiley and Sons, 
Inc. 1954. 

Workers in the field of semen chemistry and physiology 
(and they now include a substantial number of biochemists, 
clinicians, zoologists, and veterinarians) will be greatly in- 
debted to Dr. Mann for having written this treatise with 
masterly skill. The information which it compresses into 
a very modest compass is culled from numerous sources, 
the majority of which are comparatively inaccessible, and 
the bibliography of nearly a thousand items speaks -elo- 
quently for the completeness of this survey. To the writing 
of this book Dr. Mann has brought not only his authoritative 
knowledge of the subject, a clarity of expression, and pre- 
ciseness, but also a conspicuous degree of scholarship. No 
better choice of author could be conceived for this contribu- 
tion to the series of monographs on biochemical subjects 
published by Methuen. 

The book begins with an account of the main structural 
and physiological features of spermatozoa and the accessory 
glands, and proceeds with a detailed description of the 
physical and chemical properties of semen and of the 
methods used for the evaluation of its quality. A parti- 
cularly happy feature is the inclusion of much comparative 
data from many mammalian as well as non-mammalian 
species. Next, the influence of extraneous factors—hor- 
mones, sperm-egg interacting substances, spermicidal agents, 
sperm dilutors, ionizing radiations, and deep freezing— 
receives consideration. Later chapters deal with metabolic 
processes which supply the spermatozoa with energy for 
their motility and survival. The identification of the sugar 
of seminal plasma as fructose was one of Dr. Mann’s 
numerous original contributions to this subject, and it is 
therefore fitting that this substance, its secretion by the 
accessory glands, and its metabolism by spermatozoa, should 
receive special attention. Other chapters discuss the occur- 
rence of inositol, lipids, and citric acid ; nitrogenous bases 
including spermine, choline, and ergothioneine; and the 
protein constituents and enzymes of spermatozoa and 
seminal plasma. 

This book ought to be in the possession of anyone who 
in any way is concerned with animal reproduction. 


G. I. M. Swyer. 


ANAESTHESIA 


Fundamentals of Anesthesia. Prepared under the Editorial 
Direction of the Consultant Committee for Revision of 
Fundamentals of Anesthesia, a publication of the Council on 
Pharmacy and Chemistry of the American Medical Associa- 
tion. Third edition. (Pp. 279; illustrated. 30s.) _Phila- 
delphia and London: W. B. Saunders Company. 1954. 
This excellent manual will be remembered by most anaes- 
thetists working during the early part of the war as one 
of the best summaries of the subject. The present edition, 
appearing after an interval of ten years, brings the material 
up to date with little increase in the number of pages. The 
authors are all familiar names in the American literature on 
anaesthesia, and their contributions have been welded into 
a remarkable uniformity of style. The field covered is 
comprehensive. The physiology, chemistry, physics, pharma- 
cology, and toxicology of anaesthetics, local analgesia, com- 
plications, and every other aspect of the subject are all dealt 
with. Any anaesthetist is certain to find something of 
interest here. This includes candidates for examinations, who 
may justifiably consider this one of the best books for 
revising their subject. The style is one of brevity both of 
words and of illustrations; tabulation is used throughout. 
One surprising, but at the same time comforting, feature of 
_ the book js the little divergence between British and Ameri- 
can views on anaesthesia, either theoretical or technical. 
The book is thoroughly recommended, and the authors 
are sincerely congratulated on a valuable contribution to the 


teaching literature on anaesthesia. W. W. Musuin 


PERIPHERAL VASCULAR DISEASES 


Peripheral Vascular Di : j i 
William Collens, and De 

Second edition, by 17 contributors. (Pp. 622 + 

The second edition of this well-known textbook is conceived 
on broad lines, and includes within its scope not onl 
vascular diseases of the extremities, but also affections of 
the vascular tree of the central nervous system, the Skin, and 
the viscera. This breadth of viewpoint is further illustrated 
in the section on arteriovenous fistulae, where the haemo- 
dynamic alterations associated with this condition are dis- 
cussed and the reduction in size of the heart after eXcision 
of the fistula is shown. Recent advances have been made 
in the understanding of the basic physiology of capillaries, 
and these are discussed in relation to the genesis of peri- 
pheral vascular diseases. In particular the work of Cham- 
bers and his associates in this field is summarized. Due 
emphasis is given to the importance of modern antibiotics 
in controlling secondary infection complicating peripheral 
vascular diseases. The authors stress the fact that anti- 
biotics have probably been responsible for saving more 
limbs than any other recent therapeutic advances, 

The book, which is well arranged and clearly illustrated, 
is divided into two main sections. The first deals with the 
physiology, anatomy, and pathology of peripheral vascular 
diseases, and there is a full section on clinical methods and 
diagnosis. A second portion of the book is devoted to 
treatment, The importance of the application of the basic 
laws of physiology to general treatment is stressed, and a 
detailed account of the specific therapy for individual 
diseases given. It is a pity that the index of subject-matter 
is so incomplete. 

The book is a most readable and comprehensive mono- 
graph in which the practical therapeutic approach to disease 


is never lost sight of. J. P. D. Mounsey. 


EYE SYMPTOMS IN NEUROLOGY 

Klinik der Augensymptome_ bei Nervenkrankheiten. 

Werner Kyrieleis. (Pp. 153+xi; illustrated. D.M. 32. 

Berlin: Walter de Gruyter and Co. 1954. 
This book on eye symptoms in neurology by Werner 
Kyrieleis is an elementary exposition of neuro-ophthal- 
mology. The first section of six chapters deals with eye 
symptoms in nervous disorders, discussing optic atrophy, 
papilloedema, field defects, pupil anomalies, motor anoma- 
lies, and disturbances of the cranial nerves. A further eight 
chapters give a more strictly neurological approach. Here 
the common nervous disorders are discussed with special 
emphasis on the ocular anomalies. The simple plan of this 
book and the rather confident teaching are eminently suit- 


able for an elementary exposition. ARNOLD Sonssy. 


Antibacterial Drugs, a Short Review by S. W. BiBiLE, Lecturer 
in Pharmacology in the University of Ceylon (Ceylon University 
Press), was written at the behest of a Committee of the Faculty of 
Medicine of that university, following inquiries which showed 
that difficulty was being experienced in keeping abreast of know- 
ledge in this subject. It describes the properties and uses of 
sulphonamides and the principal antibiotics, defining the indica- 
tions for and appropriate dosage of each, and mentioning any 
toxic or other undesirable effects which may result. There are 
sections on combined treatment, and a concluding summary of 
clinical applications which ventures on the difficult task of making 
a first and second choice of drug for treating each infection. It 
is characteristic of the rational — anon that ap 
are primarily classified here according to thee organism ca 
Aa The Lavnetions given are clear, well-informed, and ortho- 
dox; if they were stricily followed, many patients would benefit 
and much of the misuse now so common would be obviated. 
This pamphlet deserves a wider circulation than in Ceylon, or 
alternatively authorities elsewhere might consider issuing some- 
thing similar. Of the 52 items in the reference list, 16 are papers 
or editorials in this Journal. 


| 
I 
( 
V 
e 
h 
f 
ic 
“ 
It 
fc 
Ww 
lif 
th 
th 
fe 
Te 
pa 
Or 
of 
mi 
m 
va 


o TF 


Bataacs il 


832889283 2 


2, 1955 


GENETIC EFFECTS OF NUCLEAR RADIATION 


835 


BRITISH MEDICAL JOURNAL 
LONDON 
SATURDAY APRIL 2 1955 


GENETIC EFFECTS OF NUCLEAR RADIATION 


A new dimension was added to our understanding of 
the biological effects of ionizing radiations when H. J. 
Muller discovered, not quite thirty years ago, that 
they affect the determinants of heredity. As is well 
known, every animal receives from each parent a set 
of hereditary factors, or genes. The two sets, coming 
together in the process of fertilization, determine the 
potentialities which will be realized to a greater or 
less extent as the circumstances of the individual’s 
development allow. The genes are remarkably stable, 
being passed on from parent to offspring through 
many generations without alteration. But even under 
normal circumstances the stability is not absolute. 
Occasionally a gene will change suddenly into a new 
form—a process known as “ mutation.” This word 
merely names the process ; it does not describe it, 
since in fact we have very little idea of what happens 
when a gene becomes altered or in what the alteration 
consists. However, if ionizing radiations reach the 
genes, which lie on the chromosomes within the 
nucleus of every cell in the body, mutations are pro- 
voked. Mutation may contribute to the deleterious 
effects of ionizing radiations on somatic tissues, but 
most adult tissues can probably put up with a fairly 
high rate of mutation without showing any very harm- 
ful effects. The situation is much more serious when 
ionization reaches tissues which will ultimately give 
rise to the germ cells. A mutation produced here will, 
again, probably have little effect on the cell in which 
it occurs. But if the germ cell which is eventually 
formed carries the mutated gene, the individual to 
which it gives rise in the next generation will start 


_life with a set of genes of which one is abnormal ; and 


the mutated gene may be handed on again and again 
through many subsequent generations. 

A mutated gene will often not make its presence 
felt immediately after it has arisen. Each individual 
Teceives two of each kind of gene, one from each 
parent. If one of the two is abnormal—is present 
only “ in single dose,” as genetic jargon has it—either 
of two situations may arise : the single normal gene 
may confer on the animal almost normal develop- 
mental potentialities, or the abnormal gene may, to a 
varying extent, exert some influence on development. 
The former situation, in which the abnormal gene is 


1 British Medical Journal, March 26, p. 775. 
2 For report see p. 856. ; 


said to be recessive and its effects are concealed if 
there is a normal partner for it, is probably the more 
common, at least where genes with striking effects are 
concerned. But.that tentative conclusion is based 
mainly on experience with lower animals. We have 
not yet anything like a full understanding of what may 
be the situation in man, in whom recessive genes are 
hard to detect. In particular it is not at all certain 
that it applies to genes with slight effects ; they may 
well be the commonest type, but are extremely difficult 
to identify. 

During the course of evolution, natural ‘selection 
will have ensured that, by and large, the most useful 
form which a given gene can take will have become 
the most widespread form ; any change from it will 
almost certainly be a change for the worse. An 
increase in the frequency of mutation is not to be 
encouraged. A certain amount of mutation is 
probably inescapable. In the main, this natural muta- 
tion seems to be due to an inherent instability of 
genes ; but to an extent which is probably slight, 
though in man not fully known, it is brought about 
by cosmic rays and the radioactivity of the earth’s 
surface. The effect of artificially caused ionization is: 
to add to this natural background. Geneticists have 
extensively studied the effect of ionization in provok- 
ing mutations, but nearly all the work has been done 
on such cheap, rapidly reproducing organisms as flies, 
moulds, and bacteria. The investigations which have 
been made on mammals have been:chiefly on the 
mouse, and have nearly all been devoted to studying 
the effects of heavy doses of radiation which will 
cause mutations frequent enough to be discovered 
even when only small numbers of animals are bred. 
These experiments have contributed much to the 
theory of the situation, but by their very nature they 
miss giving direct answers to the questions which, we 


hope, are most germane to human affairs. 


If atomic bombs were to be exploded in warfare, 
some of the survivors would probably be exposed to 


rather large doses of irradiation, of the same order 


of magnitude as have been used to provoke high 
rates of mutation. Even if we escape that cata- 
strophe, we may still have to reckon with the possible 
effects of low intensities of ionization. Not only are 
x rays becoming more widely used both in industrial 
practice and in medicine, but, as we discussed in 
these columns last week,’ experimental explosions of 
hydrogen bombs liberate ionizing particles which 
add their quota to the background of radiation over 
a very wide area. 


It is obviously of the greatest importance to dis- . 


cover how much additional ionization is being 
produced in this way, but the figures given in the 
recent House of Commons debate? seem open to 
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several interpretations. The Minister of Health 
quoted from the report by the United States Atomic 
Energy Commission on the effects of test explosions, 
which states that “the total amount of radiation 
received by residents of the United States for all 
nuclear explosions to date . . . has been about one- 
tenth of one roentgen unit.” And he pointed out 
that the natural background radiation is about 0.1 r 
per year. This would suggest that we have already, 
in the ten years or so since the first atomic explosions 
occurred, accumulated the equivalent. of an extra 
year’s natural radiation. Experimental explosions 
are becoming more frequent and larger in scale, and 
their effects on atmospheric ionization are to some 
extent cumulative, both of which points suggest that 
the next year’s additional radiation will take con- 
siderably less than ten years to accumulate. On the 
other hand, Mr. Macleod went on to say that “ the 
figure is calculated on the assumption that a man 
stands outside in the open for 24 hours a day for 
50 years,” which seems to imply that mankind has 
not yet received an extra 0.1 r, but is being subjected 
to it at a rate of only 0.02 r per year. This is the 
interpretation which has been put on the figures by 
the more conservative leading geneticists, such as 
Professor C. H. Waddington in Britain and Professor 
A. H. Sturtevant in the U.S.A. It is essential 
that the point should be cleared up in an authorita- 
tive way. Are we accumulating an excess annual dose 
in something less than ten years, or in fifty ? And how 
fast is the rate increasing ? It would seem sensible, 
and quite easy, to set up a monitoring service which 
would keep a watch on atmospheric ionization, at 
first on a national and perhaps eventually on an inter- 
national basis. The driver of a motor-car about to 
free-wheel down a slope might think it only prudent 
to examine as carefully as possible the lie of the land 
ahead and to inspect the brakes. 
At present we have no precise knowledge of the 
rate of mutation produced by low intensities of 
radiation in any mammal, let alone in man, and are 
forced to argue by extrapolation from results 
obtained with flies or moulds. Even with these 
simpler organisms experiments with low intensities 
have been few, and their results not altogether con- 
sistent. The best estimate to which they lead, accord- 
ing to Professor Sturtevant, is that the excess ioniza- 
tion produced by atomic explosions so far would 
cause about one extra very harmful mutation per 
50,000 conceptions, and perhaps about the sam2 
number of slighter ones in-addition. This is based on 
the estimate that the excess ionization has been at the 
rate of 0.1 r per generation. But the figures, although 
they probably give a rough idea of the order of mag- 
nitude, are largely guesswork. Energetic steps should 


be taken to measure the actual mutation Tates of 
mammals (presumably our long-suffering friend the 
mouse is east for the part) exposed to low-intensity 
radiation. Experiments with other animals haye 
failed to show that any dose is too low to be effec. 
tive, but we need to make sure whether some for. 
tunate circumstance causes there to be a safe “ toler. 
ance” dose in mammals. Again, in some species it 
seems probable that if a dose of irradiation is 
received in a limited period of time its effect gradu- 
ally wears off, in the sense that most of the mutations 
are concentrated in germ-cells which were at a par- 
ticularly sensitive phase of their development at the 
time of exposure. We have as yet no kno 

whether this is true in mammals, or, if so, how long 
it takes for the effect to wear off. The practical 
problems which call for further scientific research are 
innumerable. Mr. Macleod did not allay anxiety 
when he stated that the expenditure of the Medical 
Research Council on all research connected with the 
effects of radiation amounted to £208,000. How 
much, or perhaps we should ask how little, of this 
sum was devoted to work directly concerned with 
the genetic effects of low-intensity ionization op 
mammals ? 


AGRICULTURAL POISONS 


The application of toxic chemicals to control weeds 
and insect pests begins early in April and will con- 
tinue for several months. Since 1951 few cases have 
been recorded in Britain of poisoning due to these 
potentially dangerous substances, though they have 
been increasingly used. This satisfactory record is 
due largely to a greater awareness of the risks, particu- 
larly to spray operators working in fields and orchards, 
where protective measures and adequate supervision 
are difficult to arrange, and to the action taken to 
ensure that everyone concerned in pest control handles 
these chemicals carefully. The Agricultural (Poison- 
ous Substances) Act, 1952, and its regulations provide 
statutory protection for persons applying certain toxic 
chemical substances in agriculture by defining the 
conditions in which these substances may be used. 

Although measures to prevent poisoning are being 
revised and improved, the risk of poisoning, which 
may be rapidly fatal, remains for everyone concerned 
in the manufacture and application of these sub- 
stances. Because spraying must be carried out when 
weather conditions and the stage of the crop’s growth 
are favourable, there is a temptation for spray 
materials to be used hurriedly and without due care. 
In such circumstances poisoning may result for which 


the correct treatment promptly administered may save 


J. M., Toxic Hazards of Certain Pesticides to Man, Wid Hith Org. 


1 Barnes, 
Monogr. Ser., 1953, No. 16, p. 58. 
2 Pollard, A. B., and Filbee, J. F., Lancet, 1951, 2, 618. 
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life. Dr. E. F. Edson, in an article at p. 841 of the 
Journal this week, summarizes the knowledge avail- 
ablé about the nature of the substances used as weed- 
killers, insecticides, fungicides, and crop defoliants and 
their effects upon man, and describes the treatment of 

isoning by these substances. Experience suggests 
that the risk of poisoning by many of them is slight 
except when large amounts are ingested accidentally 


or with suicidal intent. For poisoning by the hydro- - 


carbon group of insecticides the treatment is non- 
specific and along the lines generally adopted for any 
form of acute poisoning following ingestion. This 

up includes D.D.T., B.H.C., and lindane, aldrin, 
dieldrin, heptachlor, chlordane, and toxaphene. These 
substances can be absorbed through the skin, and a 
case has been reported of a young woman dying within 
40 minutes of spilling chlordane concentrate on her 
dress! The symptoms of acute poisoning by the 
chemicals in this group include stimulation of the 
central nervous system, with convulsions and coma 
preceding death. When poisoning is due to ingestion, 
the symptoms from the central nervous system are 
preceded by nausea, vomiting, and diarrhoea. Treat- 
ment is symptomatic, and sedation by means of ade- 
quate doses of barbiturate is most effective. The 
liver and kidneys may later show signs of being 
affected, and patients recovering from acute poisoning 
should be kept under observation. Although D.D.T., 
chlordane, B.H.C., and similar substances have been 
used in considerable quantities in many parts of the 
world, there is no evidence to suggest that persons 
using them as insecticides suffer any serious risk of 
acute or chronic poisoning. 

Medical emergencies arising during the manufac- 
ture and use of spray materials are almost entirely 
due to two groups of compounds—the dinitro-com- 
pounds, such as dinitro-ortho-cresol (D.N.C. or 
D.N.O.C.) and dinitro-2-secondary-butyl-phenol (dino- 
seb, D.N.B.P.), and the organic phosphorus com- 
pounds, of which T.E.P.P. and parathion are the best- 
known. It is to these two groups of substances that 
the regulations under the Agricultural (Poisonous Sub- | 
stances) Act, 1952, apply. The danger of both groups 
of compounds lies in the fact that the effects of absorp- 
tion are cumulative, and the early symptoms may 
be misinterpreted or ignored by both workman and 
doctor. The progress from this stage to serious illness 
and possibly death may be extraordinarily rapid. 

Poisoning by D.N.C. or other dinitro compounds 
occurs most commonly during a spell of hot weather 
and in people who have been at risk of absorbing it 
for several days. Experiments on human volunteers 
have shown that repeated small doses of D.N.C. by 
mouth cause the concentration in the blood to rise, 
without causing symptoms, to a level of about 20 yg. 


per g. of whole blood. At this point the administra- 
tion of a further small dose, less than 1 mg. per kg. 
body weight, causes a sharp rise in the concentration 
of D.N.C. in the blood associated with headache, 
lassitude, and general malaise. Estimation of blood 
D.N.C. in cases of poisoning indicates that the 
symptoms can be related to the blood D.N.C. con- 
centration. These observations suggest that’ spray 
operators and others at risk of absorbing D.N.C. 
should be transferred to other work when the blood 
D.N.C. concentration is above 20 yg. per g. of whole 
blood. Dr. Edson refers to simple methods for the 
estimation of dinitro compounds in the blood. 

The early symptoms and signs of poisoning by 
dinitro compounds are an unusual feeling of well- 
being, sweating, mainly at night, insomnia and rest- 
lessness, increased thirst, anorexia, yellow coloration 
of the sclera, chrome-yellow urine, and raised basal 
metabolic rate. Late signs, which may develop rapidly 
and less than an hour before death, are an anxious 
appearance, profuse sweating (described in one case 
as so excessive that the sternal notch filled with sweat 
as one watched), intense thirst, yellow skin, air hunger, 
listlessness and apathy, rising temperature and pulse 
rate, and a striking increase in basal metabolic rate. 
Convulsions and coma, probably due to anoxia, pre- 
cede death. A 

Since these symptoms are due to acceleration of the 
oxidative mechanisms in the body, resulting in an 
increased need for oxygen and efficient heat loss, and 
since no antidote to D.N.C. poisoning is known at 
present, treatment must be directed towards ensuring 
adequate oxygen intake, promoting heat loss, replac- 
ing lost fluids and electrolytes, and allaying anxiety. 
The skin should be washed, but since D.N.C. dyes 
the tissues washing will not remove the yellow colour. 
Absorption through the skin is not of great importance 
in this form of poisoning. Successful treatment of a 
man seriously poisoned with D.N.C. is described 
in detail by A. B. Pollard and J. F. Filbee.* The 
scheme of treatment was similar to that recommended 
by Dr. Edson. Patients recovering from poisoning by 
dinitro compounds should not resume work with them 
until the concentration of D.N.C. in the blood is less 
than 5 yg. per g. of whole blood. 

The organic phosphorus compounds inhibit the 
enzyme cholinesterase, so that acetylcholine (a trans- 
mitter of nerve impulses), which is destroyed rapidly 
by cholinesterase, accumulates at nerve endings 
throughout the body. The signs and symptoms of 
poisoning are those of excess acetylcholine acting at 
particular sites. They include, first, those due to mus- 
carine-like action of the poison, such as anorexia, 
nausea, vomiting, cramp-like abdominal pain, 
excessive sweating and salivation followed by pallor, 
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miosis, diarrhoea, involuntary micturition and defaeca- 
tion, broncho-constriction, pulmonary oedema, and 
cyanosis ; secondly, those due to action on the central 
nervous system, such as giddiness, apprehension, rest- 
lessness and headache, progressing to ataxia, tremor, 
drowsiness, and convulsions ; and thirdly those due 
to nicotine-like action, such as twitching of the muscles 
of the eyelids and tongue, spreading to affect the 
muscles of the face and neck and the extraocular 
muscles, and finally generalized weakness of voluntary 
muscles. In the individual case of poisoning by an 
organic phosphorus compound some, but by no means 
all, symptoms and signs from each group will be 
observed. The presenting symptoms will depend on 
the properties of the substance responsible and the 
route by which it has been absorbed. Accordingly 
the symptoms may be predominantly gastro-intestinal 
or pulmonary in the first stage, or may be mainly from 
the central nervous system. Anyone who has recently 
been at risk of absorbing an organic phosphorus com- 
pound and who develops any of the symptoms listed 
above should be presumed to be suffering from 
poisoning until the diagnosis is disproved. Confirma- 
tion of the diagnosis of organic phosphorus poisoning 
can be obtained by estimating the blood cholin- 
esterase. Edson discusses the methods and the inter- 
pretation of results. 

Atropine is a specific antidote to the muscarine-like 
action of the poison on the central nervous system: 
1-2 mg. (1/60—1/30 gr.) should be given by intra- 
muscular injection as soon as possible after the 
onset of symptoms and repeated at hourly intervals 
until signs of atropinization appear. If pulmonary 
oedema is already present, postural drainage to 
remove fluid should be attempted, and oxygen under 
slight pressure should be administered when necessary 
to overcome bronchoconstriction. In contrast to the 
dinifro compounds, the organic phosphorus com- 
pounds are absorbed readily through the skin, so that 
clothing should be removed promptly and the skin 
washed thoroughly. The nicotinic effects are not 
altered by the administration of atropine and no anti- 
dote to them is known. Close observation is neces- 
sary to ensure that muscular weakness does not cause 
failure of respiration or difficulty in swallowing, with 
aspiration into the lungs. Artificial respiration may 
be necessary for long periods. Some of the organic 
phosphorus compounds cause damage to the central 
nervous system, and two cases have been observed 
in which paralysis of all four limbs developed in the 
third week following apparent recovery from the acute 
effect of poisoning by an insecticide. Patients should 
be kept under observation until this possibility is 
excluded, and until blood cholinesterase is within 
normal limits. 

In treating patients poisoned by these substances 
there may be little time in which to apply life-saving 


measures so that they can be effectual. C 


there must be no delay in carrying out the 


treatment and in arranging for the patient 
admitted to hospital. 


TETRACYCLINE 


April 4, 1955, is a significant date in the history of thera 
peutics in this country, for on it the last of the pena 
major antibiotics is to be derestricted. It thus marks the 
end of a period of over ten years during which SUCCEssive 
antibiotics from penicillin onwards have been available 
either only in hospitals or, in addition, only from the 
Ministry of Health for limited indications—this at g 
time when they were freely available in the United States 
and some other countries. The time lag between such 
availability in America and with us has varied, that for 
aureomycin (chlortetracycline) having been the longest 
—fully five years—and for erythromycin the shortest. 
The subject of this final derestriction is tetracycline 
(“ achromycin,” “tetracyn”), which has the structure 
common to both chlortetracycline (aureomycin) and 
oxytetracycline (terramycin) without the minor attach. 
ments characterizing the two latter. As might be ex. 
pected, the action of all these three antibiotics is very 
similar: there is little to choose between them in their 
activity against the commoner bacteria, and cross. 
resistance between them is complete. Minor differences 
are the somewhat greater activity of oxytetracycline 
against Ps. pyocyanea, of tetracycline against Proteus, 
and of chlortetracycline against Str. faecalis and Staph. 
aureus.‘ Chlortetracycline has also-been found more 
effective than the other two in the treatment of experi- 
mental pasteurellosis.” 

There may also be minor differences in the degree of 
absorption and the concentrations attained in the blood,’ 
and a further advantage claimed for tetracycline (prob- 
ably of little clinical significance) is greater stability, but 
the claim of this drug to superiority rests mainly on its 
alleged lesser tendency to produce side reactions, The 
importance of this advantage, if it is real, should not be 
minimized. It has long been recognized as a drawback 
of the broad-spectrum oral antibiotics that they often 
cause nausea, with or without vomiting, and diarrhoea ; 
these effects led to an emphatic preference for injections 


of penicillin by the patients in the Medical Research — 


Council trial in pneumonia. A sore mouth and pruritus 
ani are apt to follow, and occasionally the multiplication 
of Candida albicans, which is responsible for these symp- 
toms, may lead to more serious consequences. Any 
antibiotic treatment which suppresses most of the flora 
of the alimentary tract—and this includes not only chlor- 
and oxytetracycline but the combination of penicillin 
and streptomycin—may be complicated by infection with 
antibiotic-resistant staphylococci. This sometimes takes 
the form of a fulminating and even fatal enterocolitis, 
and the published accounts of this condition convey the 
impression that it more readily develops in patients who 
have undergone a major abdominal operation. 


1 Love et al., Proc. Soc. exp. Biol. (N.Y.), 1954, 86, 25. 
2 English, Antibiot. and Chemother., 1954, 4, 1082. 

3 Purcell, Proc. Soc. exp. Biol. (N.Y.), 1954, 85, 61. 

4 J. Amer. med. Ass., 1954, 154, 561 


5 New Engl. J. Med., 1955, 282, 173. 
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. 
What evidence is there that tetracycline administra- 


Ives a lesser risk of either the milder or the 


of these complications? The original 
yr to this effect was borne out by the observations 


of Finland and his colleagues, who found tetracycline 
jeast, and oxytetracycline most, liable to produce diar- 
rhoea—chlortetracycline being intermediate between 
them. Tetracycline may well be better tolerated in the 
ral sense, but there is no evident reason why it 
should render the alimentary tract any less susceptible 
to infection by a staphylococcus which will be as resis- 
‘tant to it as to the other two drugs. It is not certainly 
known how these superinfections arise, but all that we 
now know of the behaviour of this organism points to 
cross-infection in a unit where a resistant strain has 
become established as the most likely source. How will 
patients treated with tetracycline fare in such an environ- 
ment? The study of Frei and his colleagues’ of the 
tetracycline treatment of pneumonia perhaps gives an 
answer to this question, although it includes no evidence 
confirming the hypothesis of cross-infection. They 
treated 26 patients with tetracycline in a dose of 1 g. 
every six hours and 31 with soluble penicillin, 300,000 
‘units being given twelve-hourly. There was no dis- 
tinguishable difference in therapeutic efficacy as judged 
by any of five criteria, but, whereas none of the penicillin- 
treated patients experienced any ill effects, eight of those 
given tetracycline had side reactions. Four had nausea, 
vomiting, and a profuse diarrhoea—with Staph. aureus 
predominating in the faeces—necessitating the abandon- 
ment of the treatment and the substitution of penicillin ; 
three other patients are mentioned as having had a milder 
form of the same condition; and one patient had a 
glossitis and pharyngitis which was in part staphy- 
lococcal, another a skin rash, while the remaining two 
had superinfections due to other organisms. It can be 
argued that the dose of tetracycline was excessive: on 
the other hand, this study proves this drug has the same 
defect as oxy- and chlortetracycline in at least some 
degree. In the opinion of these authors, “a direct com- 
parative study is still needed” to define the relative 
merits of these drugs from this standpoint. It will now 
be open to anyone with suitable clinical material in this 
country to make such a comparison for himself. 


RAUWOLFIA IN HYPERTENSION 


The mortality of patients suffering from hypertension, 
however mild, is greater than in those whose blood 
pressure may be said to be normal. If there existed a 
reliable, safe hypotensive drug which could be taken by 
mouth it should be of benefit to everyone with hyper- 
tension. Unfortunately there is no such drug. It hardly 
needs repetition that the symptoms of hypertension are 
those of the complications, and headache and anxiety 
are mainly iatrogenic. Any drug prescribed with 
sufficient conviction will have a calming effect, 
without necessarily reducing the blood pressure. Every- 
one would agree that severe hypertension with papill- 
oedema must be treated, and the best drugs for this 
purpose are ganglion-blocking agents (notably hexa- 
methonium’). Until fairly recently they were adminis- 


tered by subcutaneous injection several times a day, but 
now it appears likely that reasonable control can often 
be obtained with pentolinium tartrate (“ ansolysen ”) by 
mouth. The dangers of such treatment are not great, but 
include paralytic ileus, which may be disastrous. The 
side-effects of postural hypotension, difficulty in accom- 
modation, dry mouth, and constipation, can all be very 
unpleasant. 

For the treatment of hypertension without papill- 
oedema but with diastolic pressures usually ranging 
from 105 to 125 mm. Hg there are now two drugs 
available which are safe in moderate dosage and can 
be taken by mouth. They are the 1.uwolfia alkaloids 
and veratrum and its derivatives. Of these two, rauwolfia 
is probably more satisfactory, having superior hypo- 
tensive action with fewer side-effects in the dosage used. 
In 1582 Leonard Rauwolf, a German botanist, published 
the results of his investigations of medicinal plants which 
he had studied during an expedition to Asia and Africa. 
One of these plants was subsequently named after him 


and is what we now know as “ rauwolfia.” Of the 7 


many species of rauwolfia the most important is 
Rauwolfia serpentina, which grows mainly in India: 
extracts from it have been used intermittently for a 
variety of disorders during the last three or four cen- 
turies, but it was not until a few years ago that an 
alkaloid (reserpine) was isolated which was found in 
animal experiments to have a hypotensive and seda- 
tive action. When given to unanaesthetized animals it 
causes a reduction of spontaneous activity with no 
change in the normal electroencephalographic pattern, 
in contrast to the effect of barbiturate administration. 
In dogs miosis appears early and is prevented by exci- 
sion of the ciliary ganglion. In the cardiovascular 
system sinus bradycardia occurs and varying degrees of 
hypotension are recorded. The bradycardia is abolished 
in animals by atropine, and the hypotensive effect is not 
altered by change of posture. It is unlikely that the 
action of the drug is related to autonomic blockade, and 
it has been suggested that its main seat of. action is in 
the region of the hypothalamus. . 

The papers in this issue by Dr. Inder Singh (p. 813) 
and Dr. S. Locket (p. 809) describe the clinical use of 
rauwolfia, and their results confirm the findings of 
others.** The drug brings about a mild or moderate 
reduction of blood pressure at the expense of only mild 
toxic effects such as nasal stuffiness, diarrhoea, and 
depression. In another paper Drs. C. W. Curtis Bain, 
F. Ashton, and B. P. Jones (p. 817) report that rauwolfia 
in combination with pentolinium tartrate enables 
less of the latter very potent but toxic drug to 
be used. This is a more encouraging use for rauwolfia 
than in combination with veratrum.t Thus the drug 
treatment of hypertension is gradually being put on a 
more satisfactory basis, the subcutaneous ganglion- 
blocking agents being available for severe hypertension, 
the oral ganglion-blocking agents together with rauwolfia 
for moderate hypertension, and rauwolfia alone for mild 
hypertension. 


1 Smith, K. Shirley, Fowler, P. B. S., and Edm V., British Medical 
Journal, 1954, 2, 1244. See also leading article at p. 1276.” 

2 Wilkins, Robert W., et al., New Engl. J. Med., 1954, 250, 477, 

3 Doyle, A. E., and Smirk, F. H., Lancet, 1954. 1, 1096, 

‘Joiner, C., and Kauntze, R., ibid., 1954, 1, 1097. 
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ASSISTANTS IN GENERAL PRACTICE 


Since early in 1953, when the Assistants and Young 
Practitioners Subcommittee of the General Medical 
Services Committee first called attention to the diffi- 
culties experienced by young doctors in becoming estab- 
lished principals in the National Health Service, the 
employment of assistants in general practice has been 
the subject of controversy. That some young doctors 
have difficulties no one disputes, and it is generally 
agreed that the chief cause of the trouble is the block- 
ing of promotion by a hard core of principals who 
make a habit of advertising posts “with a view” and 
yet take none of a succession of assistants into partner- 
ship. It is difficult to say quite how much of this sort 
of thing there is, and accurate evidence is hard to get. 
Our correspondence columns in recent months have born 
witness to feelings of frustration, and Dr. Leslie Potter, 
in the Annual Report of the B.M.A.’s Medical Practices 
Advisory Bureau,' says that there are too many “ blind 
alley jobs” being offered to young doctors. Yet he 
also says that available figures suggest that the number 
of so-called permanent assistants is falling; and this 
is in line with the increase in the number of partner- 
ships recorded in the Medical Practices Committee's 
report.” 

As a solution of their problem the young practitioners 
have consistently advocated proposals aimed, in the 
main, towards a reduction of the additional list of 
patients (2,000 in number) allowed to a principal by 
virtue of his employment of an assistant. They think 
that, as things are, having an assistant is too profitable 
financially for a principal and that this’ is a real de- 
terrent to him to make his assistant a partner. The 
G.M.S. Committee, although sympathetic towards the 
unestablished practitioners’ difficulties, has been unable 
to accept their suggested remedy and has made a report 
which will go before the Annual Conference of Local 
Medical Committees on May 19.° Its recommenda- 
tions must be studied in the whole context of the report 
of which they are a part. The need to impress on 
assistants the importance of entering into a formal 
agreement when taking a post may seem elementary 
unless it is realized how often this precaution is neg- 
lected. The recommendation suggesting that local 
executive councils should have, in consultation with 
local medical committees, additional powers to regulate 
the employment of assistants provides means for selec- 
tively dealing with those principals who, as the report 
puts it, flagrantly disregard the principles of fair 
treatment. 

The report’s final recommendation is that a princi- 
pal who registers with the executive council an agreement 
with an assistant with a view to partnership should be 
able to claim retrospective payment on the basis 
of notional lists for a period up to a maximum 
of one year when the partnership is implemented ; 
it should be an appropriate incentive to the fair-minded 
principal who is willirg to give a hand to a junior 
colleague. 


The G.M.S. Committee’s proposals are a construc. 


tive answer to the problem and would not Upset the 
harmonious relations which exist between the maijori 
of principals and assistants. ¥ 


ACCURACY IN BIOASSAY 
The assay of many therapeutic substances, and the in- 
vestigation of new substances of possible therapeutic 
value, entail the use of animals, and such use accounts 
numerically for by far the greatest number of labo 
animals, most of them being mice. It is plainly impor. 
tant to choose the right sort of : 

g of mouse, or other species, 
so that the accuracy of assay should be as great as 
possible, and in this connexidn genetically identical 
animals have been suggested as a more reliable instry. 
ment than mixed strains. Winton! reported in 1926 
that one inbred Wistar rat was, in the assay of red 
squill, about as useful as ten rats of mixed breed, and 
attributed this to genetical uniformity. Over the 
last twenty years the use of inbred strains has achieved 
increasing popularity in the interests of accuracy, even 
though it may be suspected that in not every case of 
their reported use has the extent of inbreeding been 
such as to produce near-homozygous animals. But the 
fact that attention was directed to the pedigree of 
animals meant that their environment was also under 
more or less strict control, and, as Lane-Petter? has 
pointed out, this in itself may contribute much towards 
uniformity. 

Elsewhere in this issue of the Journal, Dr. Elizabeth 
Russell discusses the difference in physiological responses 
that may exist between inbred strains of mice, and puts 
forward convincing evidence to support her views. The 
right inbred strain is a valuable instrument of research, 
which should therefore make more use of homozygous 
strains than it does. On the other hand, Griineberg* 
has pointed out that homozygous animals are sometimes 
less stable developmentally than heterozygotes and may 
therefore be less uniform, and adds his warning that not 
alt reputed “ pure lines ” are homozygous. McLaren and 
Michie* have concluded that, at least for some purposes, 
a balance has to be struck between homozygosity, which 
leads to phenotypic variability, and heterozygosity, which 
may operate in the reverse sense. Moreover, even if 
genetical identity contributes to uniformity—as it un- 
doubtedly does for very many purposes—homozygous 
animals are not the only ones available ; animals in the 
first-generation cross between two different homozygous 
strains are partially heterozygous, but always in the same 
way, and meet the criterion of genetical identity as fully as 
homozygous animals, while being less variable. Biggers 
and Claringbold® have suggested that, for uniformity 
of response to bioassays, each test should be examined 
on its merits: for some tests a suitable inbred strain will 
serve, but for others the first-generation cross between 
two inbred strains will be preferable, and for yet others 
randomly bred animals will not only be as accurate but 


may even be superior as well as being (generally) easier 


and cheaper to produce. It is for the bioassayist to make 
the choice in the light of his own requirements. 


March 26. p. 120. 
2 Ibid., Sepotember 11, 1954, p. 113. 
* See this week’s Supplement, p. 151. 


1 J, Pharmacol., 1927, 31, 123. 4 Ibid., 1954, 173, €86. 
2 Lab. Pract., 1952, 1, 31. 5 Ibid., 1954, 174, 596. 


3 Nature (Lond.), 1954, 173, 674. 
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AGRICULTURAL PESTICIDES 


BY 
E. F. EDSON, O.B.E., M.B., Ch.B., M.Sc. 


Medical Department, Fisons Pest Control Ltd., Cambridge 


This article sets out to help , general practitioners, 
jally those in areas of intensive agriculture or horti- 
culture, to deal with emergencies arising from the use 
of chemical pesticides. A short article can only empha- 
size the more important facts, in the hope that interested 
practitioners will then seek further information. 


Chemicals Used 


There is now a large and annually increasing range of 
icidal chemicals, with many proprietary brands and 
special-purpose variants. These chemicals differ so much in 
toxicity to animals and potential hazard in use that any, 
attempt to divide them into such simple groups as “com- 
paratively safe” and “hazardous,” as in the Table, may 
need revision later. The safest chemical can be dangerous 
if sufficiently mishandled, while the most hazardous can be 
safely used so long as adequate precautions are maintained. 


Pesticides in Common Use 


Purpose Comparatively Safe” “* Hazardous” 

General herbicides Borates Sulphuric acid (corrosive) 

Sodium chlorate Arsenites 
*C.M.U. 

Selective weed-killers | Sodium trichloracetate D.N.C. (dinitro-o-cresol) 
2,4D (Hormone- | D.N.BP. (dinoseb, dini- 
2,4,5-T type trobutyl phenol) 
M.C.P.A growth 

*M.C.P.B. regulators 
*Pentachlorphenol 

Fungicides a4 Copper compounds Lead arsenate 
Sulphur . Organic mercurials, e.g., 
Zineb. Thiram ethyl, methyl, phenyl, 
Lime sulphur or other mercurial salt. 
Dilute D.N.C. or (Also used in seed- 

D.N.B.P. dressings) 
Captan 
oliants .. Monochloracetate D.N.C. 
Arsenites 
Insecticides Tar oils Lead arsenate 
— is Nicotine 
Pyrethrum. Organic phosphorus 
*PCPPCBS ” compounds 
.D.T. Parathion 
B.H.C. and lindane T.E.P.P. (H.E.T.P.) 
* Aldrin, Dieldrin Schradan 
*Chlordane, Heptachlor Dimefox 
Organic phosphorus Demeton 
compounds: 
*Malathion 
*Methyl-demeton 


* These chemicals are of recent introduction and their comparative safety 
is provisional. 

Over 90% of British pesticide usage involves the com- 
paratively safe chemicals listed above. Many growers still 
prefer to pay professional spraying contractors to carry out 
hazardous operations, but the more experienced are now 
tending to use the hazardous chemicals themselves. 


Occupational Hazards 

The main occupational risks are unremoved splashes and 
smears of chemical on the skin, chiefly on the hands, from 
handling concentrated preparations or contaminated equip- 
ment, and the prolonged inhalation of airborne mist or dust 
whilst spraying. Ingestion may sometimes occur—for 
example, from blowing or sucking at blocked jets or con- 
tamination of food or water. Eye contamination may pro- 
duce local effects but hardly ever any risk of poisoning. 
Vapour concentrations out of doors are rarely high enough 


to be of toxicological importance ; the important inhala- 
tional hazard is that of particles, not vapour. Frequently 
repeated minor over-exposures are markedly cumulative in 
their effects, but early effects are usually slight and tend to 
be ignored or misconstrued until acute illness begins to show 
itself. Risks are dictated not simply by the nature of the 
chemical used but also by the suitability and serviceability 
of equipment, the worker’s own care and cleanliness, and 
the duration of his exposure. 

The chief users of the hazardous chemicals are spraying 
contractors and their employees, farm workers, workers in 
greenhouses, orchards, hopfields, and market gardens, private 
farmers, workers in seed-dressing establishments, and 
scientific workers. Deliberate or accidental ingestion may 
occur in adults or children, as dangerous chemicals are often 
insecurely stored by purchasers. The hazardous chemicals 
are not easily available to or much used by amateur 
gardeners, whose occupational exposure and risk is therefore 
small. 

The period of most intensive use and consequent risk is 
from early April to August or September, the peak months 
being May, June, and July. Periods of fine hot weather 
intensify field spraying and sharply increase risks. Pesticide 
usage is most concentrated in the Eastern, South-eastern, 
and Midland counties, but is quickly extending. 

As in most other countries, fatalities occurred in England 
during the early years of use. Eight agricultural deaths 
occurred between 1946 and 1951, all in contract spraying 
operators in hot weather, from the intensive use of D.N.C. as 
weed-killer, obviously without adequate safety precautions. 
The ninth death occurred in a glasshouse worker in Guernsey 
in 1954, due to over-absorption of parathion. There have 
also been a number of cases of mild poisoning, but it is 
encouraging that there has been no fatality or serious 
accident from the use of D.N.C. since 1951, despite its wider 
use. 


Emergencies from “Comparatively Safe” Chemicals 

With chemicals of comparatively low toxicity, emergencies 
are only likely from accidental or deliberate ingestion of 
large single doses. The effects would then probably include 
violent nausea, prompt severe vomiting, purging, and 
abdominal pain, leading on to mental confusion, collapse, 
tremors, stupor, circulatory failure, respiratory distress, 
cyanosis, convulsions, and death in coma. With such com- 
pounds the full severity of the case may not be apparent for 
some hours or even days. If there is prompt vomiting or a 
gastric wash-out is performed quickly, a patient may survive 
the immediate effects, later to show prolonged weakness, or 
delayed further illness, due to secondary effects on, for 
example, the liver, kidney, or nervous system. Such effects 
may at times be due to the solvent, not to the active chemical. 


The prognosis should be guarded for at least one or two . 


weeks. . 


General procedures in such medical emergencies are sug- 
gested below. The modes of toxic action of the less hazard- 
ous chemicals are rarely known, and, with two exceptions, 
there are no specific antidotes or pharmacological antagon- 
ists. to be recommended. The most urgent needs are the 
rapid removal of residual chemical from the stomach, fol- 
lowed by good nursing, symptomatic and supportive treat- 
ment, with careful observation during the recovery period 
for late effects on the liver, kidney, blood, nervous system, 
or gastro-intestinal tract. 


| 
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Poisoning by the comparatively safe organic phosphorus 
insecticides malathion and methyl-demeton should be treated 
as later advised for the more toxic organic phosphorus com- 
pounds. Pentachlorphenol closely resembles D.N.C. and 
D.N.B.P. in its manner of disrupting carbohydrate meta- 
bolism, and acute poisoning should be treated as suggested 
for the more toxic compounds. 


Emergency Procedure in Pesticide Poisoning 


Most of the following suggestions are elementary, but they 
are often forgotten, despite their proved importance in any 
case of acute poisoning: 

1. Make urgent inquiries about what chemicals had been used 
in the past few days, and examine any available instructional 
leaflets or container-labels from the immediate place of work. 
Note that workers often mix a hazardous with a safe chemical— 
for example, parathion with D.D.T., or T.E.P.P. with a copper 
fungicide. Treat as for the most dangerous. 

2. Start any recommended treatment immediately. Cases with 
rapid onset tend to deteriorate further, and speed is vital. 

3. Unless already done, carefully remove all outer working- 
clothes and thoroughly wash the exposed skin with soap and 
water to remove unabsorbed chemical. 

4. If the chemical is known or-believed to have been swallowed, 
induce vomiting unless the patient has already vomited repeatedly. 
In all cases it is preferable to pass a well-lubricated gastric tube, 
evacuate the stomach contents, and wash out repeatedly with 
warm water, About one pint (half a litre) of a dilute solution of 
sodium .bicarbonate (1%) may then be left in the stomach. If 
available, activated charcoal (1 or 2 tablespoonfuls) could be 
given to conscious patients. . 

5. If the patient is obviously ill, disturb him as little as is 
compatible with treatment. Exertion will dramatically increase 
the severity of effects, especially with the hazardous compounds, 
and may lead to death. 

6. Rapid effective sedation is therefore necessary for restless- 
ness, excitement, or apparent imminence of convulsions—for 
example, injection of sodium amylobarbitone, 0.4-0.8 g. 
(7-12 gr.), or sodium phenobarbitone, 100-200 mg. (14-3 gr.), 
intravenously in urgent cases, or otherwise intramuscularly. 
Morphine should not be used. 

7. Anticipate coming therapeutic needs—for example, for 
oxygen supplies, saline, or glucose-saline infusion. 

8. Do not send a seriously ill patient off to hospital unless it is 
quite certain that this will be the best for him, and that he can 
receive all necessary treatment en route. 

9. Save vomitus, chemical container, and the worker's clothing, 
in case of later inquiries. 

10. If in doubt about diagnosis, treatment, or procedure seek 
outside medical help.* 

11. The patient's workmates may also be approaching a danger- 
ous degree of over-exposure. They should be examined and not 
allowed to return to werk or home until it is quite certain that 
they are fit to do so. 

12. Ensure that the occurrence is notified to the local Ministry 
of Agriculture safety inspector. 

Their extent of usage and worker-hazards suggests that 
attention should now be focused on D.N.C. and organic 
phosphorus compounds, and then on the less widely used 
arsenical, mercurial, and nicotine compounds. 


Dinitrocresol Poisoning 


Absorbed D.N.C. or D.N.B.P. rapidly upsets carbohydrate 
metabolism and increases the basal metabolic rate, an effect 
usually tolerable in cool or cold weather conditions, but 
liable to cause dangerous effects when heat loss is limited 
by, for example, hot sultry weather. The general clinical 
picture is that of a worker with yellow-stained hands, face, 
or hair, with excessive sweating, thirst, and air-hunger. 

Mild cases may show nothing but copious sweating and 
thirst; the patients are sometimes feeling particularly well, 
presumably owing to the moderately increased metabolic 


*Specialist advice in such cases ~y sought from the Medical 
Research Council’s Department for Research in Industrial Medi- 
cine, the London Hospital, London, E.1. (Tel.: Bishopsgate 
3255); or, when suggested on container labels, from the cundieal 
departments of the larger manufacturing concerns. 


rate. Severe cases are likely to show profuse and contin: 
sweating, fast pulse, nausea, vomiting, weakness, BI 
restlessness, dehydration, yellow sclera, scanty urine 
fluorescent yellow hue, albuminuria, and deep rapid br 
ing. Fulminating cases may be drenched in sweat dys — 
cyanosed, comatose, or having convulsions even when 
seen. There is usually a history of a few days’ progressi 
increasing, but ignored, sweating and _ tiredness, 
temperature may be raised. Body 
Laboratory tests in severe cases would show a tre 
rise in basal metabolic rate and the presence of D.NC. j 
the blood and the urine. Photoabsorptiometric methods of 
determining D.N.C. levels in the blood have been described 
by V. H. Parker* and D. G. Harvey,+ and I have Tecorded 
a simple comparator method, eminently suitable for both 
emergency and routine purposes.t All hospitals jn the 
major cereal-growing areas should be equipped to determine 
blood D.N.C. levels very quickly (see Appendix for details 
of collection, etc.). Symptoms are likely to be absent 
below 25-30 »g. of D.N.C. per ml. of whole blood, mild at 
30-40 mg. per ml., severe at 45-55 mug. per ml., very severe 
at 55-65 mg. per ml., and critical at over 65-70 yg. per ml. 
The analytical methods apply equally well to-D.N.C. and 
.D.N.B.P., which are equivalent in hazard and effect. Since 
serum protein binds most of the circulating D.N.C., serum 
D.N.C. levels are twice as high as those given above for 
whole blood ; some hospital laboratories quote serum levels, 
Urinary D.N.C. levels are not a good index of absorption 
or of the severity of the case. Whole-blood D.N.C. levels 
normally decrease at about 1 mg. per ml. of blood a day 
on removal from further exposure. The yellow staining of 
the skin is a specific persistent dyeing action, extr 
difficult to avoid even in careful workers, and needing days 
or weeks to wear off. It does not therefore reflect the 
severity of the case, nor even the certainty that the case is 
one of D.N.C. poisoning. 


Treatment 


There is as yet no known specific antagonist to the effects 
of D.N.C. in the body, and treatment is aimed at the rapid 
promotion of maximum heat loss and the complete relief 
of anoxia, restlessness, and dehydration. Mild cases require 
little but a few days’ enforced rest, freedom from further 
exposure, frequent cold sponging, minimum clothing and 
bedding, and abundant soft drinks. They should not resume 
work with D.N.C. for a month, or until the blood DNC. 
level is down to 5 »g. per ml. (AIl users are strongly urged 
by manufacturers to seek medical advice as soon as they 
notice unusual sweating.) 

The most effective emergency method of cooling the 
severely affected patient is to remove his clothing and cover 
him with a wet sheet subjected to vigorous air movement to 
cause evaporative cooling—for example, by relays of helpers 
with large fans, electric fans, or a reversed vacuum cleaner 
acting as a blower, preferably carried out in the shade with 
free ventilation. Water should periodically be sprinkled 
on the drying sheet, or a fresh wet sheet used. Cold wet 
cloths to the head, ice-packs, ice to suck, and abundant cold 
drinks for the conscious patient, and, if possible, a cold- 
water rubber-bed or wetted stretcher, all promote further 
heat loss. 

Restlessness demands the use of quick-acting barbiturates. 
Dehydration is almost certain to exist ; conscious patients 
should drink copiously and often of cold drinks with added 
glucose (1 oz. per pint—40 g. per litre) and salt (1 teaspoon- 
ful per pint). An unconscious patient should ideally have 
a fast intravenous glucose-saline drip. Failing this, large 
volumes of rectal saline should be administered. Dyspnoea 
demands oxygen therapy by nasal tube, oral tube, face- 
mask, improvised “ cellophane ” or paper head-tent and open 
tube, or resuscitator. 

* Analyst, 1949, 74. 646. 


tLancet, 1952, 1, 796. 
bid., 1954, 1, 981. 
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iliness may last for 12-24 hours, and the above 
be required throughout that time. The 
mosis in the fulminating cases is bad despite energetic 
pee Severe cases need a guarded prognosis for the 
24-36 hours, but thereafter the outlook improves. No 
delayed after-effects have as yet been reported in recovered 
cases. There should be no exposure to D.N.C., 

BP., or other hazardous chemicals for at least two 


acute 
an: this usually means until the next season. 


Organic Phosphorus Insecticides 


All present-day organic phosphorus (O.P.) insecticides 
use similar toxic effects, by inactivating acetylcholinesterase 
enzyme (ChE) of the tissues and thus permitting acetylcholine 
to accumulate dangerously. Since ChE regenerates only 
slowly, frequent small over-exposures are cumulative in their 
effects but often symptomless until ChE reserves fall to 
§-20% normal. Illness then occurs, first affecting 
involuntary muscles and secretory glands, then the voluntary 
muscles, and finally vital brain centres. , 

Early or mild cases with gradual onset show malaise, 
fatigue, weakness, cold sweats, pallor, nausea, vomiting, 
abdominal discomfort, irritability, apprehension, or rest- 
lessness. Severe cases develop headaches visual disturb- 
ances, confusion, vomiting, colic, diarrhoea, dyspnoea, and 
fine fibrillary tremors of hands, lids, face, or tongue. Very 
serious cases develop salivation, lacrimation, bronchorrhoea, 
severe diarrhoea, incontinence, basal rales, circulatory 
collapse, cyanosis, severe dyspnoea with a sense of suffo- 
cation, mental confusion passing to stupor, muscular weak- 
ness with tremors and convulsions, and coma. Fatal cases 
end with gross pulmonary oedema, cyanosis, bradycardia, 
and fall in body temperature. 

The pupils may be pinpoint and fixed, and there may also 
be a sense of asthma-like tightness of the chest. These 
effects can, however, be misleading, being producible by the 
local eye or chest effects of exposure to spray mist of 
T.E.P.P., parathion, or demeton. Where present, they are 
presumptive of exposure, but not necessarily of poisoning. 
On the other hand, severe poisoning can occur with some 
organic phosphorus compounds—for example, schradan or 
dimefox—without miosis or bronchial constriction. The 
clinical diagnosis of organic phosphorus poisoning relies 
on concurrent effects on secretions, muscles, and brain. 
There are no external indications of contamination, but 
there will be a history of exposure within the past few 
days. The confirmation of diagnosis relies on demon- 
strating reduced ChE activity in the circulating blood. 
The technique is specialized, but is now available at cer- 
tain regional laboratories (see Appendix). A simple colori- 
metric method has recently been introduced, suitable for 
emergency and routine testing. Activity is usually expressed 
as percentage of normality of healthy adults. Values above 
80% normality imply that no significant absorption has 
taken place ; there is no important upper limit. Cases with 
values between 50% and 80% normality are usually 
symptomless, but indicate over-absorption. Slightly early 
effects, mainly abdominal discomfort and cold sweats, may 
occur at 20-30% normality. Severe cases would be expected 
to have very low ChE activity in the blood—for example, 
5-10%—but some apparently severe cases of parathion 
poisoning have had up to 50%, normal values, while some 
cases of over-exposure with ChE levels reduced to 5% 
normality have proved symptomless. Thus, ChE levels are 
Vitally important for confirmation of the diagnosis of an 
illness or over-exposure in workers, but low activity results 
may bear no obvious relationship to the clinical severity 
of effects. 


Treatment 


The recommended general emergency procedures should 
be carried out as they apply. The specific antagonist to 
organic-phosphorus-induced hypersecretion, involuntary 


muscle contraction, and some central effects is atropine 


sulphate. 


Unfortunately, it does not prevent muscular 


tremors or weakness. All but very minor cases should 
be given atropine sulphate immediately (unless the worke: 
has already had an initial oral dose elsewhere) in high dosage 
(initially 1-2 mg. (1/50-1/30 gr.)) intramuscularly, or intra- 
venously in very ill patients ; then 4-1 mg. (1/100-1/50 gr.) 
subcutaneously, repeatedly (at intervals of 4-3 hours, de- 
pending on the severity of the case) and for a prolonged 
period (12-48 hours, if the patient’s condition remains poor). 
The atropine dosage needed in organic phosphorus poison- 
ing vastly exceeds orthodox dosage schedules for this drug. 
The risk is of giving too little in severe cases, rather than 
too much. In a recent severe case, for example, 45 mg. 
of atropine (? gr.) was given intravenously in three hours, 
with recovery. 
Here a special word of warning must be given: 


1. If atropine is given erroneously in D.N.C. poisoning, 
the patient will stop sweating and may then die. The two 
types of poisoning must never be confused. 

2. Practitioners should send the receiving hospital details 
of atropine and other drug dosage already given. 

Restlessness must be combated immediately by quick- 
acting barbiturates. Dyspnoea demands continuous oxygen. 
Pulmonary oedema requires quick recognition and postural 
drainage. A recent suicidal case in Germany showed 
dramatic improvement in lung oedema after the injection 
of a mercurial diuretic; in a severe case injectio mersalyli 
(2 ml.) should be given intravenously. 

Sudden failure of respiration justifies prolonged artificial 
respiration, preferably with positive pressure. Breathing 
may be resumed and survival follow. Care should be taken 
not to overload an already struggling circulatory system 
by saline infusion or transfusion of plasma or blood. On 
theoretical grounds, harm would result. Similarly, morphine 
should not be used. Good nursing is required, and the 
patient must not be left unattended while acutely ill. 

The prognosis in very severe cases is poor, despite treat- 
ment. In such cases it is apparently not enough to have 
dried up the secretions and eased the involuntary muscles 


and anoxia; central effects dictate survival. Severe cases 
may be pulled through by intensive treatment. Mild cases 
usually respond extremely well to atropine. Full recovery 


can usually be expected, even in severe cases, if the first 
few days are survived, but careful observation should be 
kept for delayed effects on the nervous system for some 
weeks after organic phosphorus poisoning. 

Cholinesterase activity returns to normal at the rate of 
about 1% a day, so a severely affected person should have 
no further exposure for at least three months. It should 
be noted that persons with a temporarily low cholinesterase 
activity may be hypersensitive not only to all organic phos- 
phorus insecticides, but also to anticholinesterase muscle 
relaxants, procaine, neostigmine, eserine, or D.F.P. 


Arsenical Preparations 


There is increasing use of arsenites as weed-killers and 
defoliants. The toxic effects of over-exposures may include 
reddened eyes, skin rashes, sore throat, hoarseness, coryza, 
vomiting, diarrhoea, headaches, hallucinations, haematuria, 
aphasia, and peripheral nerve lesions, Eventual confirma- 
tion of the diagnosis is by finding arsenic in the urine in 
excess of the normal 0.008-0.15 mg. of As per litre of 
urine. The specifix antidote to be used along with the 
general emergency procedures is dimercaprol in doses of 
200 mg. intramuscularly every four hours for two days, and 
reduced doses for ten days. 


Organic Mercurials 


Organic mercurials occur in many fungicidal seed-dressings 
and spraying mixtures. Fatalities have occurred in Europe 
owing to the volatility of ethyl and methyl compounds, but 
inhaled dusts are also hazardous. The possible effects 
include gastric upsets, headaches, trembling, clumsiness, 


slurred speech, confusion, ataxia, nervous irritability, and 
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change in temperament. Rashes or blistering of exposed 
skin may occur as local effects of primary irritancy. The 
diagnosis may be confirmed by finding over 20-30 ug. of Hg 
per litre of urine. Dimercaprol therapy should be carried 
out in severe cases, although the results are not likely to be 
as favourable as in arsenical intoxication. The neurotoxic 
effects of mercurial poisoning tend to persist or slowly in- 
crease, and prognosis must be guarded. The skin lesions 
respond well to orthodox treatment as for thermal or minor 
chemical burns. 


Nicotine Preparations 


Nicotine still has considerable use in horticulture. _ Its 
toxic effects, most serious in non-smokers, include nausea, 
vomiting, pallor, vertigo, palpitations, tachycardia, chest 
pain, excitability, diplopia, incoordination, and collapse. 
Nicotine is less cumulative as a result of minor over- 
exposure than are most pesticidal materials. There is no 
specific antagonist to the effects of absorbed nicotine, 
treatment being that suggested under general emergency 
procedures, and symptomatic. 


Prevention of Over-exposure to Pesticides 


During the coming four to five months over 2,000,000 acres 
in this country will be sprayed with crop-protection chemi- 
cals. About one-tenth of this acreage will involve the use 
of hazardous pesticides, often under conditions of some risk. 
The safeguarding of potential worker-casualties from these 
modern agricultural operations remains a matter of great 
concern to users, employers, distributors, manufacturers, and 
Government departments. Many real steps have been taken 
to ensure safety, so far as this is currently possible, by 
mutual collaboration between these groups and by legislative 
measures, The practitioner is himself able to make some 
important contributions. He should be able to recognize 
and treat casualties as effectively as present knowledge per- 
mits. Medical treatment often stands a poor chance of 
success in serious cases, however, so whenever an oppor- 
tunity presents itself he should enjoin on his user-patients 
the need for care, especially in the prevention and avoidance 
of contamination. He could also detect unsafe working 
methods by arranging for periodic analyses of blood D.N.C. 
levels in major users of dinitro-weed-killers, or for ChE 
levels in organic phosphorus insecticide users, and could 
with advantage carry out periodic scrutiny of workers, espe- 
cially of contract spraying operators, during their season of 
major risks. 

APPENDIX 


The following details about laboratories to which speci- 
mens may be sent for blood D.N.C. and blood cholinesterase 
estimations are based on information provided by the 
Ministry of Health. 

Blood D.N.C. Estimation.—Five millilitres of oxalated 
blood is required for this estimation. Blood must be taken 
in a dry syringe not previously sterilized with spirit. The 
specimen, or the patient, should be sent to the hospital to 
which the practitioner normally refers patients for patho- 
logical tests of any kind. 

Blood Cholinesterase Estimation.—Five millilitres of 
oxalated blood, taken under the same conditions as for 
D.N.C. estimation, is required. Specimens may be sent 
either direct to Dr. E. N. Allott, Group Laboratory, High 
Street, Lewisham, London, S.E.13 ; Dr. E. M. Darmady, 
Pathological Laboratory, Central Laboratory, Milton Road, 
Portsmouth ; Dr. D. H. Fulton, Memorial Hospital, Peter- 
borough ; or Dr. P. Kidd, Pathological Department, Royal 
Infirmary, Worcester ; or, alternatively, the specimen should 
be sent to the hospital laboratory which the practitioner 
normally uses. Specimens sent through the post should go 
by letter post and be marked “ Pathological Specimen 


(Agricultural Poison).” 


Next article on Emergencies in General Practice.— 
“Diabetic and Insulin Coma,” by Dr. J. D. N. Nabarro. 


SELECTION OF PATIENTS FOR 
PSYCHOTHERAPY 


Which patients with neurosis should be ccepted 
systematic therapy ? This is a question that confr er 
every psychiatrist, and it is made no easier by the a 
large number of such patients now coming forward for trea 
ment. In a lecture at the St. Marylebone Hospital rs 
Psychiatry and Child Guidance on March 23, Dr Bw 
BENNET addressed himself to this problem. eit 
Psychotherapy, said Dr. Bennet, took many forms: the 
kindly interest shown by the family doctor towards his 
patient ; the psychological element accompanying physical 
treatments in psychiatry; art therapy; and, in Particular 
the methods ranging from explanation and suggestion 
to the often rigidly ordered types of analysis employed 
in the neuroses. Before accepting any patient with Neurosis 
for systematic treatment—their present concern—at least 
two preliminary interviews were desirable, and these 


should be therapeutic as well as diagnostic. 


Therapist and Patient 
Psychotherapy, unlike most methods of treatment in 
general medicine and surgery, was always conducted upon 
a personal basis. The therapist was in the treatment, and 


for better or for worse his personality counted. Patients 


might select their therapist when treatment was arranged 
privately, but in hospital or clinic this was rarely possible 
Nevertheless, in a department with a big staff it was essential, 
in the selection of patients, to take note of the personali- 
ties, predilections, and preferred methods of the thera- 
pists. One therapist might choose patients in the younger 
age groups, another do his best work with those in the 
second half of life, a third use suppoitive methods, and a 
fourth formal analysis. 

Further, in selecting, the psychiatrist must do his best 
to decide whether a particular patient was likely to 
respond to the treatment available and so justify the 
heavy expenditure of medical time involved, before adding 
his name to the waiting-list. The dull individual with an 
intelligence below the average should be rejected ; likewise 
those with established psychotic symptoms, and reluctant 
patients sent (or brought) for treatment they did not want. 
Although such patients might be treatable, the demand for 
treatment was so high that the needs of others ruled 
them out. 

The patient’s expression of a need for psychological treat- 
ment should be taken seriously in the selection. An intelli- 
gent person, aware that there was something within his 
personality which needed attention, was often quite right. 
He might be successful in life and the antithesis of the 
“chronics” who frequented every medical out-patient de- 
partment and became, to the student, the prototype of the 
“ psychological case.” Sometimes these patients reported 
that they had asked their doctor to send them to a psychia~ 
trist and had been told that they did not need to see one— 
that they were not “the neurotic type.” But, eventually, 
the doctor was persuaded to ask for an appointment. An 
importunate attitude on the part of a patient might even 
indicate suitability for psychotherapy. ; 

The value of an affirmative diagnosis was often over- 
looked by doctors ‘who diagnosed neurosis by the exclusion 
of organic disease, went on Dr. Bennet. Their medical 
training was responsible for this, and it was an attitude that 
frequently bred invalidism. Fruitless and often expensive 
investigations were disheartening, especially to an anxious. 
patient, and the possibility of psychotherapy might be wel- 
comed. Nor were psychotherapy and physical investigation 
mutually exclusive, but could well proceed pari passu. Like- 
wise, when necessary, sedatives and other medicines should 
be prescribed by the psychiatrist, whatever type of psycho- 
therapy he might be using. Some analysts would disagree 
with this and insist that medicine must be prescribed by 
another doctor, claiming that otherwise the transference 
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be interfered with. But to withhold these aids because 

of 2 theoretical objection might protract treatment unduly 

and lead to an uneconomical use of the therapist's time. 


Depressives and Obsessionals 

Patients with depression formed the. largest group of 

chiatric invalids, and many of them would respond to 
psychotherapy. But a careful history was necessary before 
advising psychotherapy. Involutional depressives and those 
with defined endogenous mood swings should be given 
electric convulsion treatment. Patients with conversion 
symptoms were often depressed and so were those with 
morbid anxiety and tension, and both these groups could 
be helped by psychotherapy. In these patients, and often 
more definitely in the patient with an obsessional neurosis, 
the symptoms were more severe when they were depressed, 
and it might be difficult to separate the reactive and endo- 
genous elements in the depressive features of the illness. 
However, this was often unnecessary or even impossible 
to do. The main point of importance here was that during 
the depression the psychoneurotic features were better 
defined and hence perhaps more open to treatment. 

Certain characteristics in the obsessional patient, when 
clearly marked, indicated that psychotherapy was desirable. 
These features were a sense of guilt about the symptom, 
marked secrecy concerning it, and a dread of growing older 
—of the passing of time. The sense of guilt might be over- 
whelming and suicidal impulses difficult to control. Never- 
theless, these three characteristics served the purpose of 

rving the symptom, and by recognizing this the patient 
could be helped to see what his symptoms meant. 

Transference was an inevitable and essential process 
in psychotherapy. Yet in selecting patients no one could 
be prophetic about it, for unconscious elements in both 
therapist and patient were involved which would only 
become evident during the treatment. Cure or ameliora- 
tion was the product of a dynamic situation in which two 
personalities, working co-operatively, sought to solve the 
problem set by the neurosis. Hence the selection of patients 
for psychotherapy could never be a fixed procedure, a tech- 

nique, which any sensible person could learn and apply. It 
demanded an “intelligence of the heart” as well as experi- 
ence and sound judgment. 


Reports of Societies 


RADIOTHERAPY AND GENERAL PRACTICE 


An example of the value of the exchange of ideas between 
two branches of the profession was the joint meeting of the 
Sections of Radiotherapy and General Practice at the Royal 
Society of Medicine on March 18. On this occasion the 
object was to draw attention to the many ways in which 
the radiotherapist can help his general-practitioner colleague, 
and it may have surprised some of those present how wide 


‘this field is, particularly outside the obvious territory of 


malignant disease. But a second and no less important 
purpose was once again to stress the overriding value of 
close consultation between specialist and practitioner in 
planning the treatment of the individual patient. 

The opening speaker was Dr. Davip Brown, a general 
practitioner from Liverpool. Although, as he said, both 
diagnosis and treatment had nowadays come to depend on 
Special techniques, it was still important for the general 
practitioner to stay in charge of his patients, to decide on 
their treatment, and to assess the final results. Radiotherapy, 
continued Dr. Brown, could be used for many non-malignant 
conditions. It was specially valuable for skin complaints. 
In disorders giving rise to pruritus, x rays were not always 
curative, but they allayed symptoms, prevented complica- 
tions, and brought ease of. mind. Radiotherapy was par- 

ly helpful in neurodermatoses, eczema, lichen planus, 


and pruritus ani and vulvae. Although with the last two 
conditions the ideal was to find and treat the underlying 
cause, this was often far from easy. Radiotherapy also 
benefited infective skin conditions, such as sycosis barbae, 
where an antibacterial action was produced without the 
risk of bacterial resistance so often seen when antibiotics 
were used. Keloids might be softened, and the cosmetic 
results in treating radiosensitive naevi were most satisfactory. 
Radiotherapy could also be used to diminish secretions in 
seborrhoea and acne. 

Many gynaecological disorders were amenable to radio- 
therapy: ovarian sterilization was simple, and metropathia 
and other forms of functional bleeding could be relieved 
safely and without the upset to family life occasioned by 
surgery. When surgery was contraindicated fibroids could 
be treated successfully. Among other conditions, osteo- 
arthritis of the spine responded to radiotherapy, and the 
relentless course of the disease was slowed. Excellent results 
were achieved in ankylosing spondylitis, but in young women 
there was a grave risk of damage to the ovaries. 


Malignant Disease : 

Malignant disease of the skin was common, and it was 
in the treatment of basal and squamous-cell carcinomata 
of the skin, and of cancer of the lip, that the real triumphs 
of radiotherapy could be seen. In growths of the tongue 
and buccal cavity radiotherapy combined with plastic sur- 
gery was becoming increasingly successful. In tumours of 
the nasopharynx and larynx cure was less likely, but dis- 
tressing symptoms were relieved. 

Breast cancer, went on Dr. Brown, was a cause of much 
anxiety to the family doctor. Inthe early stages surgery 
offered the best hope, later on surgery should be used to- 
gether with irradiation, while in advanced disease radio- 
therapy alone was indicated. Cancer of the cervix was also 
dreaded by practitioners, since it afflicted women at an age 
when they were so essential to their growing families. The 
disease was probably best treated by panhysterectomy and 
irradiation. Radiotherapy was unfortunately of little value 
in carcinoma of the stomach or lung, both of which were 
becoming so common in practice. In Hodgkin’s disease and 
leukaemia full liaison between the practitioner and the 
radiotherapist could often lead to prolongation of life, re- 
duction of toxaemia, and the relief of unendurable symp- 
toms. In patients for whom neither surgery nor radio- 
therapy offered any hope of cure, irradiation was often the 
best method of giving temporary relief from unpleasant 
symptoms, particularly ulceration and offensive discharge, 
thus enabling the patient to be nursed at home. 


Co-ordination of Services 


Dr. Brown then raised the question of co-ordination 
between practitioner and radiotherapist in the treatment of 
patients. He stressed that the family doctor’s main re- 
sponsibility was in early diagnosis, but it was equally 
important that the radiotherapist should keep the practi- 
tioner informed about the subsequent course, since it was 
on the practitioner that the responsibility of ultimate 
management would fall. All details of treatment should 
be sent to the doctor immediately the patient left hospi- 
tal. When palliative treatment was being considered it 
was essential that the practitioner should be consulted. 

_ Medical students, said Dr. Brown in conclusion, saw too , 
little of the work of the radiotherapy departments ; and the 
unbalanced amount of time devoted to surgery biased them 
when they passed into practice. There was a case also for 
appointing practitioners as clinical assistants to radiotherapy 
departments. 


The Radiotherapist’s Viewpoint 
' Dr. J. S. Futon, director of the Radiotherapy Service 
in the Liverpool region, the next speaker, thought that 
radiotherapy had emerged from its adolescence, and that the 
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radiotherapist must now be prepared to accept full clinical 
responsibility for the patient. Though most of his work 
would concern malignant disease, the radiotherapist could 
help a great deal in simple conditions. Both plantar warts 
and keloid scars responded well to irradiation, and good 
results could be expected in cavernous haemangiomata. 
In the early stages about two-thirds of patients with osteo- 
arthritis were relieved, and excellent results were found in 
ankylosing spondylitis. In treating Eustachian-tube deaf- 
ness substantial benefit was seen in more than three-quarters 
of the patients. Many skin diseases were amenable to irra- 
diation, and menopausal menorrhagia responded well. 

In malignant disorders, radiotherapy was of great value 
in skin cancer, where good curative and cosmetic results 
were achieved. In carcinoma of the lip, a disease of 
smokers, radiotherapy was the best form of treatment, since 
the whole lip was potentially carcinomatous and could not 
be dealt with by surgery. Neoplasms of the tongue and 
mouth were mostly suitable for radiotherapy, and were 
treated by moulds or dentures containing radium or by 
radium needles. The Finzi-Harmer technique had proved 
successful in 73% of patients with intrinsic carcinoma of 
the larynx ; and total laryngectomy should be reserved for 
patients failing to respond to radium. In cancer of the 
uterus the best surgical results were never so good as the 
best results from radiotherapy, especially if radium and x 
rays were used together. The treatment of breast cancer 
was still a controversial topic ; though there was a place for 
irradiation in most cases, it was important to treat each 
patient as an individual problem. The main problem in 
carcinoma of the lung was that of early diagnosis, since it 
was only in the early stages that surgery was justified. 
There was probably a .place also for radiotherapy in the 
treatment of the early case. Wilm’s tumours in childhood 
should always have radiotherapy before surgical removal 
was attempted. Irradiation played an important part in the 
treatment of carcinoma of the nasal sinuses. 

There was still some doubt, went 6n Dr. Fulton, about 
whether the reticuloses were unifocal or multifocal diseases, 
but there was no doubt that in Hodgkin's disease it was well 
worth while to give efficient treatment to the first local 
group of glands. Palliative treatment should aim not only 
at prolonging life but at relieving pain and other dis- 
tressing symptoms. Radioactive isotopes had not justified 
the early hopes. The best results were to be found in the 
use of radioactive phosphorus in polycythaemia and of 
radioactive iodine in the diagnosis of thyroid disorders. 

Dr. Fulton was in full agreement that collaboration with 
practitioners was of the utmost importance. Cancer was 
an urgent condition : there should be no need to delay the 
first consultation by an appointment system ; new patients 
should be seen at once by the specialist likely to be respon- 
sible for treatment. Progress reports should be sent 
to the family doctor whenever a course of treatment was 
concluded, and possible complications should be empha- 
sized. Shortage of beds meant that aftercare would be 
largely in the hands of the practitioners. There was great 
benefit to be derived from the domiciliary services both in 
early consultation and in the care of the reaction phase 


after treatment. 


Discussion 


In the subsequent discussion Dr. WALTER Levitt reminded 
the meeting that radionecrosis might follow the treatment 
of plantar warts if adhesive strapping was applied after 
treatment. Radiotherapy played a most important part 
in the treatment of uterine haemorrhage. Dr. N. S. Finzi 
emphasized the importance of collaboration between prac- 
titioner and radiotherapist. In the early days of radio- 
therapy only the hopeless cases had been referred for 
treatment, and for this reason there had been a tendency 
for radiotherapy to fall into disrepute. Happily a fairer 
view was now taken by both the profession and the patient. 
With regard to gynaecological cases he had seen patients 
with fibroids up to the ensiform cartilage that had responded 
well to radiotherapy. . Dr. R. J. Minnrtt (president of the 


Section of General Practice) paid tribute radiology j 
the early diagnosis of disease, 
Dr. G. F. ABERCROMBIE raised the question 

a patient should be told that he had malignant disease. 
Among others taking part in the discussion were Dr 
Linpsey BATTEN, Dr. TALBoT Rocers, Mr. I. G. Wi 
Dr. J. R. Nutratt, Dr. ANTHONY GREEN, and Dr. J.J 
RICHMOND. There was general agreement that a Patient 
should be told the. truth about his disease only if the 
practitioner or specialist was quite sure that he genuinely 
wanted to know the truth. 


LOCAL MEDICAL SOCIETIES 


Liverpool Medical Institution 


At a meeting on March 10 Mr. Donatp Youns, consultant 
surgeon at Warrington Infirmary, described what surgery 
could do for the infertile husband. A brief consideration 
of the anatomy, physiology, and development of the male 
genital tract showed how an accurate anatomical diagnosis 
might be reached in cases of azoospermia. For instance 
once spermatogenesis had been proved by testicular biopsy, 
the presence of fructose but not spermatozoa in the ejacu- 
late meant that there must be bilateral obstruction in the 
vas deferens below the level of the seminal vesicles ; if, 
however, the ejaculate contained neither spermatozoa nor 
fructose, then there was either bilateral blockage of the 
ejaculatory ducts or bilateral absence of the vas deferens, 
Testicular biopsy played an important part in deciding 
which cases would be amenable to surgery: they were 
those with: azoospermia but proved spermatogenesis jn 
at least one testicle, and those with large varicocele. 
Recent work had suggested that removal or ligation of the 
latter would promote the production of spermatozoa, prob- 
ably by lowering the temperature of the scrotum. 

Obstructive azoospermia, continued Mr. Young, could be 
caused by several factors in the vas deferens—congenital, 
traumatic, or infective. The commonest of the congenital 
abnormalities was absence of the vas deferens. Eight such 
cases had been found in over 900 patients attending the 
Liverpool Infertility Clinic. In addition, there had been 
two cases of unilateral absence and five of incomplete 
development or stenosis of the vas. Treatment of con- 
genital absence of the vas deferens had been attempted by 
forming an epididymal fistula and by making an artificial 
spermatocele. Treatment of traumatic obstruction was by 
excision and end-to-end anastomosis of the vas. Only two 
cases of traumatic obstruction had been found in 133 cases 
of azoospermia investigated. The results from this operation 
were good. The relief of azoospermia duc to bilateral 
blockage of the vas deferens was by the delicate operation 
of epididymo-vasostomy. 


Manchester Medical Society 


The opinion that spinal analgesia in prostatic surgery 
should now be abandoned was urged by Dr. T. H. 
CHADWICK, consultant anaesthetist to the North Manchester 
Group of Hospitals, in an address to the Section of Anaes- 
thetics on February 17. The improvement in spinal anal- 
gesics in 1930, he said, had led to their enthusiastic 
.acceptance by surgeons for prostatectomy because they 
provided for the first time operating conditions previously 
unattainable. In an attempt to minimize the inevitable 
serious reduction of blood pressure, with its attendant tissue 
anoxia, a modified technique combining low spinal and 
local analgesia was evolved. This technique, though emin- 
ently satisfactory to the surgeon, did not preclude the 
dangers of sepsis, For that reason a technique employing 
the least toxic drugs, nitrous oxide, thiopentone, curare, 
and pethidine, was now used, intravenous administration 
of the non-volatile drugs being imperative in the poor-risk 
case. Mortality had dropped from 33% for spinal analgesia 
to less than 1% with this technique. 
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of the present high cost of producing the Journal, 
the great pressure On our space, correspondents are 
asked to keep their letters short. 


Blood Groups in Relation to Peptic Ulceration 


sir,—The paper by Professor Ian Aird et al. (Journal, 
August 7, 1954, p. 315) induced us to investigate the ABO 
blood groups in patients who had been treated for peptic 
ulceration in the two surgical departments of Ulleval Hos- 
pital Oslo, in the years 1945-54. The results of the investiga- 
tion will be published elsewhere. They were in full agreement 
with those of Aird et al. In particular, it is of interest to 
note the difference in the proportion A/A+O between 
patients with gastric ulcer and patients with duodenal ulcer. 
The data from both investigations are as follows : 


No. of Patients 

Gastric Ulcer Duodenal Ulcer 

Blood Group Blood Group 

Oo A Oo A 

London 314 228 535 311 
Maachester 122 90 225 148 
Newcastle 102 58 288 157 
Oslo... 179 189 282 250. 


The difference between the two ulcer types is not signi- 
ficant if either investigation is considered alone. If, howeyer, 
we combine the data according to the method recommended 
by Aird et al., we find x° for the difference = 5.63 with 
I degree of freedom. The probability that such a difference, 
or an even greater one, will arise by pure chance is less 
than 1 : 50 (P = 0.018). The weighted mean difference 
in the proportion A/A+O between gastric ulcer and duo- 
denal ulcer is 0.040. A significance test for the combined 
material according to the method suggested by Cochran’ 
gives approximately the same result (P = 0.021). 

The Norwegian data thus strongly support the observation 
reported by the British investigators that there seems to be a 
difference in blood group frequencies between gastric and 
duodenal ulcer.—We are, etc., KNuT WESTLUND. 


Oslo, Norway. 


REFERENCE 
1 Cochran, W. G., Biometrics, 1954, 10, 417. 


Fluoridation of Public Water Supplies 


Sir,—Though it is evident from the correspondence in the 
Journal that the hazards of fluoridation are a subject of 
controversy among the scientific experts, the question is not 
one really of science but of medical ethics and of the free- 
dom of the practitioner to give what he judges to be the 
best advice in the interests of his patient, and of the patient 
to carry it out. 

It is, at any rate, legitimate for any one, medical or lay, 
to hold that we already absorb a sufficient level of toxins, 
and that a small but daily addition through the water supply 
is inadvisable, especially to anyone in poor health. There 
is no medical indication whatever for the administration of 
fluorides to adults, and for local councillors to make the 
decision to do this, and to impose it upon the patients of 
those medical practitioners who may consider it inadvisable 
in individual cases, is a dangerous precedent for interfer- 
ence in the medical field by the political power. I can see 
no reason why the treatment of dental caries should make 
an exception to the rule that consent to any form of treat- 
ment should be essential, and that no one should be sub- 
to to any treatment which offers him no expectation of 

efit. 

I understand that enthusiasts for fluoridation will not be 
content until the benefits of fluorides are made available to 
children who do not drink the public water supply ; and if 


this can be done, they can be made available to all children 
whose parents consent. When the same amount of aiten- 
tion has been paid to finding legitimate ways of making this 
treatment available to children,-without forcing it on every- 
one else, as has been paid to studying this illegitimate 
method of dosing everybody, including unwilling people, 
through the public water supply, I do not believe that the 
difficulties will be found insuperable.—I am, etc., 


London, S.W.1. FREDERICK C. ENDEAN. 


Relationship Between Menstruation, Urine Acidity, 
and Ovulation 


Sir,—When investigating the pH of the first morning 
urine specimen of a representative sample of schizophrenics 
and healthy normals, a significant difference in acidity 
(measured with the potentiometer) was found between the 
two groups (P=0.05), the urine of schizophrenics being the 
more acidic. 

During the course of these studies I made the following . 
observation : the pH of the first morning urine specimen 
of a healthy female drops to pH values around 5.2 to 5.0 
24 to 12 hours before the onset of menstruation ; for in- 
stance, pH=5.8 two days prior, pH=5.25 one day prior, 
and pH=5.1 about three hours prior to the arrival of men- 
struation. There is also an increase in urine acidity (drop 
in pH) before the onset of ovulation, though this is less 
marked than that occurring shortly before the onset of 
menstruation. 

These preliminary observations need, of course, confirm- 
ation and extension before their usefulness can be assessed 
in terms of practical applicability—for example, by use of 
a special paper pH-indicator revealing the varying degrees — 
of acidity in the first morning urine by different colours.— 
I am, etc., 

Regina, Canada. ROLAND FISCHER. 


Heatstroke or Malaria ? 


Sir,—Under the heading “ Lowering the Body Tempera- 
ture,” Dr. C. E. H. Milner writes a letter (Journal, October 
9, 1954 p. 872) which includes some of his experiences of 
hyperpyrexial heatstroke in Mesopotamia in the summer of 
1917 during the first world war. ; 

He states : “ About 5 p.m. the ambulances began to roll 
up ... full of blue, unconscious, naked soldiers, - suffering 
from alleged heatstroke. These proved in reality to be 
cases of hyperpyrexial cerebral malignant tertian malaria.” 
His letter, however, does not state the proportion of blood 
smears that proved to be positive. Also, about 36 years 
ago, in an article on this same epidemic, Dr. Milner’ ex- 
pressed the view “that heatstroke, as a clinical entity,. is 
non-existent; and is nothing more than a symptom, on 
a hot day, of malignant tertian malaria.” 

‘This would appear to mean that, in Dr. Milner’s opinion, 
it is impossible for any person to be attacked by hyper- 
pyrexial heatstroke unless he has previously’ been infected 
with the parasite of malignant tertian malaria. This point, 
because of its obvious bearing upon immunity and treat- 
ment, is one of considerable practical importance. The 
truth of it would be difficult to prove conclusively, and 
equally difficult to disprove. However, the following 


' evidence may help to clarify the situation. While in Meso- 


potamia in 1917 I dealt with an exceptionally large number 
of heatstroke: cases during this memorable epidemic, and 
found many instances where no evidence of malaria could 


. be obtained despite careful search for it. I have no record 


of the proportion of positive malarial blood smears that 
occurred in my cases, but, from memory, I doubt if they 
exceeded 25%. I regarded the malaria merely as a com- 
plication which would naturally be expected among a com- 
munity of soldiers, many of whom had lived for a consider- 
able time in India or Mesopotamia. 

In August, 1917, several troopships arrived at Basra from 
England at intervals of about a week. In the first ship-load an 
appalling outbreak of heatstroke with a very high mortality rate 
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occurred during the ten-hour journey up the Shatt-el-Arab 
river. Following this I received instructions to meet the remain- 
ing ships at the head of the Persian Gulf, and to deal with the 
heatstroke problem during the journey up river to Basra. 

The occurrence of fully developed cases of heatstroke on these 
latter ships was greatly modified by’a system of prevention which 
had already proved thoroughly successful in my 60-bed hut at the 
hospital in Basra, which I described in 1919.* Nevertheless, on 
each.of these latter ships about four or five actua! heatstrokes 
occurred, and about 40 others certainly would have occurred had 
the patients not been placed under preventive treatment (all of the 
prevented cases had complete suppression of sweating, and a tem- 
perature of at least 103° F. (39.4° C.)). 

Here we have a series of instances where heatstrokes and 
potential heatstrokes occurred in large numbers at the final stage 
of a voyage from England before any of the troops had set foot 
on Mesopotamian soil. And the question arisés—Were all or any 
of these heatstroke patients malarial subjects ? There was no 
opportunity to examine blood films during the river journey. 

The S.M.O. of one of these ships told me that no attacks 
of malaria had been treated on the voyage. 

This ship came via the Cape, and the only stoppages were a 
couple of days at Capetown and Durban which took place in 
July, during the southern mid-winter. The troops, therefore, 
could not have picked up malarial infection during the voyage. 
Consequently, if there were any malarial soldiers among them 
they could have become infected only through a previous visit 
to some malarial country. But changes of climate are said to 
precipitate malarial attacks in infected persons, and as no such 
attacks occurred on a long voyage, which crossed the Equator 
twice, and spent some time in the fairly cold region of Cape- 
town in mid-winter, it seems that there were few, if any, infected 
soldiers on board. Unfortunately, I did not ask the heatstroke 


patients on my ships if they had ever left England before. Their 


replies might have produced conclusive evidence regarding their 
freedom from infection. However, the troops were not British 
“ regulars,” and I formed the opinion that this ship, at any rate, 
provided an example of heatstroke occurring under circumstances 
in- which the influence of malaria could be fairly and reasonably 
eliminated. 

Results of treatment throw some further light upon this sub- 
ject. All! of the heatstroke patients on my ships had recovered 
consciousness before the ships reached Basra; and none of them 
received a single grain of quinine, nor was any venesection done. 
The treatment given served.no purpose other than to remove 
their hyperpyrexia: they recovered quickly. Furthermore, I have 
been fortunate enough on several occasions to be present (with 
the means of treating the hyperpyrexia ready at hand) at the 
moment that the patient became unconscious, and have proved 
that the immediate application of treatment to such early cases 
can restore consciousness within 20 to 30 minutes. Such a quick 
result is possible when the superheated blood has been allowed to 
affect the brain for only a minimum length of time ; but it seerns 
highly improbable that a similar result could be obtained by 
hyperpyrexial treatment alone (and no antimalarial therapy in- 
cluded) if the unconsciousness was due to cerebral malignant 
tertian malaria. 

A heatstroke country is, generally, also a malarial 
country. It is therefore not surprising to find heatstroke 
and malaria co-existing in people who have lived in a 
malarial district long enough to become infected. But I 
feel quite sure that heatstroke can, and often does, occur 
alone without any necessary asssociation with malaria.—I 
am, etc., 4 
Ewey Bay, Australia. K. G. HEARNE. 

REFERENCES 
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Chicken Anti-ulcer Factors in the Treatment of 
Gastric Ulcer 


Sir,—The question whether nutritional factors which 
counteract gizzard ulcer in chicks may cure gastric or 
duodenal ulcer in man is of considerable interest to the 
clinician. We have therefore carried out a series of 
experiments in order to test this problem. One group of 
ulcer patients was given a dietetic preparation containing 
milk and cream powder, vitamins, a decholesterolized lipid 
extract of calf’s brain, and defatted calf’s brain. A con- 
trol group was given a corresponding preparation from 
which the latter two components were omitted. Calf’s brain 
or a lipid extract thereof together with the defatted calf's 


brain have previously been found to counteract 9 
ulcer in chicks." Until now 22 hospitalized patients with 
roentgenologically verified ulcer have been treated, 

In both groups most of the patients became free of sub- 
jective symptoms during four weeks of treatment. 
treatment x-ray examination showed that ulcer had disap- 
peared in about half of the patients in both groups, This 
is the same result as that obtained by common dietetic 
treatment, Thus the presence in the preparation of the 
above-mentioned chicken anti-ulcer factors had no influence 
on the results.—We are, etc., 

Cart Kroun, 


Copenhagen. 
Lunp. 
REFERENCE 
1 Dam, H., et al., Acta physiol. scand., 1950, 21, 315. 


*." An article on this subject by Dr. K. Brgchner- 
Mortensen and his colleagues appears at page 818 of this 


issue.—Eb., B.M_J. 
Eclampsia 


Sir,—Dr. John Sophian (Journal, March 12, p. 666), in 
his criticism of my letter (Journal, February 19, p, 481), 
flatters me unduly in supposing that I have established a 
new hypothesis of eclampsia. I have but pointed to new 
evidence in the aetiology, and—as I have no possibility 
of testing it—I have asked the profession—that is, the 
clinicians—to confirm or refute Grauert’s claim. Far be 
it from me tg exchange one hypothesis for another one. 
On the contrary, I fully agree with Dr. Sophian that the 
right way of combating disease can only be attained by 
search for aetiological factors. And this is just what | 
proposed. Unfortunately, the Editor, for brevity’s sake, 
asked me to cut that part of my letter in which I pointed 
to the contradictory premises on which the endocrinological 
hypothesis is based. 

Dr. Sophian’s reference to the well-known cases of 
eclamptic fits in the absence of a foetus does not invalidate 
the theory of endogenous toxins. Modern pathology knows 
by comparative study of other diseases that abnormal re- 
actions can continue automatically even after the “ focus” 
has ceased to act. 

In his criticism of the diet I am advising Dr. Sophian 
has overlooked the much more important items of avoid- 
ance of all overheated fats and the increased intake of 
proteins and roughage (recently also advised by Australian 
clinicians). The low salt consumption is only one part of 


the diet.—I am, etc., 
London, W.1. ALBERT W. Bauer. 
| Night Cramps 


Sir,—I was interested to read the annotation on night 
cramps (Journal, March 12, p. 653). From time to time | 
have read of various treatments and have often wondered 
when I would see mephenesin recommended. It has 
always seemed to me that if night cramps were actually 
cramps this would be a rational treatment though not a cure, 

Since 1952 I have done various locums in general practice 
and have met with about a dozen cases; unfortunately | 
have kept no exact record, but every case had complete 
relief, the dose of mephenesin being one tablet at night or 
a dessertspoonful of the elixir unless it caused a burning 
sensation in the throat. All the cases of cramp were in 
old people. I would be most interested to hear whether | 
have been just lucky with mephenesin so far, whether it is 
just a placebo, or whether it has a therapeutic value—lI am, 


etc., 

Woodbridge, Suffolk. H. R. ODLUM. 

Management of Brain Abscess 

Sir,—The article by Mr. Walpole Lewin (Journal, March 
12, p. 631) on his series of cases of brain abscess was most 
interesting and instructive, and his wise conclusions based 
on his excellent results are admirable. However, I cannot 
agree with his advice on the management of all cases of 
otogenic abscess. It has been known for many years, 


discussed in detail by Macewen,' that many of these abscesses 
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: ‘rect continuity of the disease through the bony 
arise by wee temporal bone, the dura mater, and the 
arachnoid and pia mater membranes. It is possible to call 
abscesses subdural, but the fact remains that an area 
of brain tissue is eroded away and that pus and granulation 
iesue are situated in the geographical space of the brain, 
ed from the neural tissue by a capsule of varying 
This type of abscess is very much commoner 
the more deeply seated one which arises probably by 
thrombophlebitis. I have given fuller details elsewhere’ of 
ses. 
gor that, in those abscesses which arise in contin- 
uity with chronic infection in the mastoid bone, the route of 
access to them is the route by which they arrived, whereas 
the deep-seated abscesses are in the nature of intracranial 
neoplasms and can best be discovered and treated by sur- 
ns like Mr. Lewin skilled in these particular techniques. 
It is unfortunate that many neurosurgeons have not recog- 
nized that there are at least these two types of abscess, widely 
differing in aetiology and therefore, I believe, in treatment. 
Mr. Lewin’s only reference to the matter ig the sentence : 
“The operation is conducted through a clean incision, and 
we have long since abandoned attempts to drain an abscess 
along the entry track, as, for exampie, through a mastoid 
wound, which may lead to cerebral fungus.” This cannot 
be reconciled with my own personal experience, or with 
that of many of my colleagues. I have never yet seen a 
cerebral fungus arise in this way and I have always under- 
stood from neurologists, even if not from neurosurgeons, 
that a cerebral fungus is an indication of a persisting rise 
in intracranial pressure probably indicating a persisting intra- 
cranial lesion. I was sorry to see that this statement about 
cerebral fungus is still being made and is being passed on 
as common knowledge. I would say that the condition is 
unknown in modern otological practice conducted in pro- 
perly equipped departments.—I am, etc., 


London, W.1. MAXWELL ELLIs. 
REFERENCES 


1 Macewen, W., Pyogenic Infective Diseases of the Brain and Spinal Cord, 
Meningitis, Abscess of the Brain. Infective Sinus Thrombosis, 1893. 
Maclehose, Glasgow. 

2 Ellis, M., in Modern Trends in Diseases of the Ear, Nose and Throat, 
1954, edited by M. Eflis. Butterworth, London. 


Early Cancer Detection 


Sir—Very few ‘articles have been published which deal 
seriously with the psychological aspect of cancer and cancer 
education, and it is a pleasure to read the one by Miss Jean 
Aitken-Swan and Mr. Ralston Paterson (Journal, March 12, 
p. 623), which will be most helpful to those of us who are 
trying to carry out cancer education among the public. 

The authors point out that among the patients suffering 
from cancer of the breast, and who delayed in seeking advice, 
80% “knew” that they might have cancer, and later in the 
discussion it is stated that “ prima facie, it might be argued 
from this that people are better left in ignorance.” This 
argument will certainly be seized upon and accepted by the 
“anti-cancer educationists,’” and therefore it must be 
answered at once. The answer is simple ; there is no evidence 
that any of the 80% were educated concerning cancer. 
Before attaching any importance to this figure it would be 
necessary to discover what proportion of the female adult 
population “know” that they have cancer—that is, think 
they have—never go to a doctor, and never develop the 


The authors seem to admit this when they say: “‘ Our study 
has shown no ground for assuming that, given adequate informa- 
tion on the significance of symptoms, people in this area—particu- 
larly women with cancer of the breast—would as yet react ‘ ration- 
ally.’” Even knowledge of certain facts is not “ cancer educa- 
tion,” and it will take many years of “ education ” before cancer 
apprehension is sufficiently diminished so that public opinion and 
other factors will help the sufferer to report at once. There is 
little doubt that in America this has been accomplished, and 

Americans are willing to talk as freely about cancer as they 
do about other diseases, a fact which has often been erroneously 
mterpreted by doctors in this country as being due to cancer- 


phobia. Whilst congratulating the authors on the article, there 
is still great need to study the psychological outlook tow.:ds 
cancer of people who have no symptoms or disease, and are, >» 
fact, the people whom we are trying to educate. 

After many years of experience of cancer education, including 
two years’ whole-time intensive work on the “ Yorkshire experi- 
ment ’’—a full report of which it is hoped will be available in a 
few weeks’ time—I am convinced that cases of true cancerphobia, 
which in any case are rare, are not created by cancer education. 
Such people are phobia-minded from the start, and if it is not 
fear of cancer it will be heart disease or fear of being buried 
alive. On the other hand, “ cancer apprehension,” which is almost 
universal, can be and is being diminished by well-planned cancer 
education. 

I should also like to congratulate Dr. J. Walter and Dr. E. C. 
Atkinson (p. 627) on their pilot experiment on early cancer detec- 
tion based on periodic examination of apparently healthy people, 
which must have been carried out at much personal sacrifice of 
their leisure hours. Space does not permit a detailed discussion 
on this large subject, but my impression is that in America and 
Canada they are beginning to consider that the small number of 
unsuspected cases discovered does not justify the cost in medical 
man hours or money. In my opinion, Dr. Walter and his col- 
league have made one appalling psychological blunder during 
their experiment. They state: ‘“* The word ‘ cancer’ was avoided 
at all times, if possible, as being in itself a potent agent of dis- 
tress.” It is this policy of hush-hush, particularly on the part 
of the profession, that is doing untold harm, and is one of the 
main factors which keeps cancer apprehension in existence, which 
in turn is the chief cause for the delay in visiting a doctor. ~ 

The statement that “the Ministry of Health, in a recent cir- 
cular, considers public propaganda inadvisable at present ” may 
lead to misinterpretation as to the desire of the Ministry. As I 
understand the position, the Ministry feels that the time has not 
yet arrived for the Ministry itself to carry out a nationwide 
campaign, but that public propaganda (education is a better 
term) should be carried out by each individual local health 
authority, using its own methods. 

Mr. R. M. Vick also published an article in the same 
number of the Journal (p. 660). He kindly sent me the full 
report in which, in the case of cancer of the breast and 
uterus, he correlates the five-year survival rate with the stage 
of the disease and the delay in seeking advice. A careful 
study of these figures—space does not permit of the report- 
ing of the calculations—suggests that if all accessible cancers 
were treated immediately the symptoms were first noticed 
(a quite impossible achievement) it would be found that 
the disease was present in all four of the recognized clinical 
stages, but that in reality there would be three types of 
clinical stage I, depending on the rate of growth: (a) those 
that had already disseminated ; (5) clinical stage I about to 
disseminate ; (c) those clinical stage I, slow-growing, well- 

differentiated growths of which there were still 147 in Mr. 
Vick’s series at one year or more after symptoms had been 
noticed with a five years’ survival of 59.8%. It is the clinical 
stage I (b) type that education hopes to get treated at once, 
but what proportion of that type exists is at present quite 
unknown ; indeed, it is unknown in what proportion the 
various stages are represented at the time symptoms are 
first noticed. Mr. Vick’s figures record the delay 0-3 months, 
but if sufficient figures of delays 0-1 month, with the corre- 
lated “ stage” and five-year survival rate, could be obtained, 
then some clue might be forthcoming as to the proportion 
of the various stages likely to be found when the disease is 
first noticed, and some idea of how many lives might be 
saved by cancer education could be calculated. It should 
be noted that in Mr. Vick’s figures, taking all stages, the 
five-year survival rates fell from 52% with delays of 0-3 
months to 37.6% with delays of one year or longer.— 
1 am, etc., 
York. MALCOLM DONALDSON, 


Sir,—The article on March. 12 (p. 627) entitled “ Early 
Cancer Detection” by Drs. J. Walter and E. C. Atkinson 
gives rise to a most disturbing line of thought. Eight 
hundred and thirty-seven patients were examined to detect 
early cases of carcinoma; this examination was full and 
painstaking, and in this examination only one or two new 
cases were found, Yet in the next year and a half, in that 
same series, eight cases of carcinoma occurred, 
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On the surface there does appear to be justification for 
the line of thought that the examination and warnings 
given to the patients gave rise to an alarming increase in 
the incidence of cancer. The figure of 2 in 837 is in line 
with the figures given in the same issue of the British 
Medical Journal in the article “ Progress in Cancer Registra- 
tion” by Mr. Reginald Vick. He has a total of 39,000 
cases registered in a population of 2,897,000, or 1 in 700, 
but the occurrence of eight more cases in the next year 
and a half is most alarming. 

We have no proof and can obtain none that early dis- 
covery of cancer results in a decrease in the morbidity rate 
of cancer. We cannot say that the early investigation and 
treatment of cancer is not detrimental, and here we have 
grounds for believing that it is actually detrimental. If we 
accept, even partially, Selye’s stress syndrome theory we 
must accept that stress causes imbalance of the hormones. 
We treat carcinoma with large doses of hormones. Is there 
a connexion between the stress of tancer diagnosis and 
treatment, and the morbidity of cancer? When a new 
drive to diagnose a type of carcinoma commences the 
morbidity rate rises to a surprising extent and later wanes; 
this is exemplified by the recent rise in cases of lung carci- 
noma, and the fall in cases of uterine growths, in this area. 

These statements are not put forward as a reasoned 
argument but as foundation for thought. But the fact 
remains that, when 837 patients were carefully examined, 
only one case of carcinoma of the breast and one minor 
rodent ulcer of the face were discovered, but that within 
18 months of this examination eight fresh cases had occurred 
(of which three died). To the unbiased observer such 
examination does seem to be a very uncertain procedure.— 


I am, etc., 
Petworth, Sussex. W. A. BALL. 


Treatment of Pulmonary Tuberculosis 


Sir,—Dr. T. W. Lloyd (Journal, February 26, p. 538) 
thinks that the time has come to abandon pneumatic treat- 
ment (pneumothorax and pneumoperitoneum) in favour of 
prolonged chemotherapy, while Dr. T. V. R. Philip (Journal, 
March 12, p. 665) still finds the former methods useful and 
points out some of the disadvantages of prolonged chemo- 
therapy. Dr. J. F. Brailsford (p. 665) appositely draws 
attention to the outstanding importance of building up and 
maintaining resistance to the disease by good nutrition and 
hygienic ways of living. These various views are of interest, 
but they deal with isolated points and do not reach the 
heart of the problem. This is that treatment need no longer 
be empirical, but can be reasoned out and its effects studied, 
not in a vague way for the disease in general, but specifi- 
cally for each of its two types and. four forms, by taking 
into account their distinctive natural histories. The first 
step, therefore (which cannot be dodged), is to make a 
correct classification of every case according to the type 
and form of the disease. The second step is to take into 
account the epidemiological factors influencing infection on 
the one hand, and acquired resistance on the other. Man- 
agement of tuberculosis then becomes to a great extent 


standardized. 

It is impossible to judge between the conflicting views ex- 
pressed by your correspondents as applied to any case without 
considering whether the case is primary in type and benign or 
malignant in form, or whether it is secondary in type and fibro- 
caseous or fibrous in form; and also whether the treatment is 
aimed at controlling the original initial lesion without or with its 
associated foci. Benign primary disease does not need either 
chemotherapy or collapse therapy. Malignant primary disease 
requires prompt and prolonged chemotherapy, and, when by this 
means the associated foci are healed, the original lesion, whether 
then visible or invisible, can be controlled better and more 
cheaply by pneumoperitoneum than by prolongation of chemo- 
therapy. Although cases of malignant primary disease are now 
infrequent in Britain, they are still quite common in many 
countries. I recently saw some hundreds of them in South Africa. 
In this form there is very little fibrosis in the progressive stage 
to hinder the action of chemotherapy. It is quite a different 
matter with secondary tuberculosis, where fibrosis is present 


almost from the beginning and where j 

initial lesion to the end. It is the seen foci whee seas the 
amenable to chemotherapy, especially when they = 
Chemotherapy should be used, intermittently if necessa: fresh 
with any fresh foci resulting from fluctuating activity, bus bony 
longed chemotherapy is unnecessary and undesirable. Fi 
lesions may be active for a long time and yet innocent 
chemotherapy. Such cases are best controlled by collapse le to 
until acquired resistance can be built up and maintai 
strongly that the fibrosis becomes converted into Non-acti 
sclerosis. 


Some cases, therefore, require “ pneumatic tr tment” 
well as chemotherapy, and all cases should awe thei 
acquired resistance maintained at a high enough level to 
prevent relapse. In an analysis of 2,008 chest clinic 
in which all forms of existing treatment, singly or in vari 
combinations, had been tried, I have shown in my r = 
book’ that the best results were obtained by “rest cual 
ment” alone in benign primary disease, by rest and chens: 
therapy followed by collapse therapy (children exce 
in malignant primary disease, and rest, intermittent chemo- 
therapy, and collapse therapy (especially Pneumoperitoneum) 
in both forms of secondary disease.—I am, etc., 


MILOsH Sekuticu, 


London, N.W.8. 
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- Oesophageal Atresia 

Sir,—Mr. E. R. Lecutier’s description (Journal, March 
12, p. 647) of haematemesis occurring in a case of oesopha- 
geal atresia, where the fistula from the lower oesophageal 
segment into the trachea was of a considerable size, prompts 
me to mention a case of oesophageal atresia I had under 
my care 24 years ago. 

In June, 1952, a baby boy was admitted to the department of 
thoracic surgery at the. Leeds General Infirmary when he was 
11 days old. He was born in a small maternity home. His 
doctor noticed that he was unable to swallow his saliva and 
choked when an attempt was made to feed him.’ A paediatrician 
was consulted, who suspected the child had oesophageal atresia, 
but he was surprised to find that he was able to pass a catheter 
down the child’s mouth into the stomach without much difficulty 
and aspirate gastric contents. A few ml. of water were intro- 
duced into the stomach dnd the catheter withdrawn. Atresia was 
therefore considered impossible. Further attempts at feeding all 
failed, the catheter was passed again without difficulty and more 
fluid introduced into the stomach. The child continued to 
deteriorate, so he was transferred to the Leeds General Infirmary, 
where an x-ray revealed a blind upper oesophageal segment. 
Bronchopneumonia was present in both lungs due to inhalation 
of attempted feeds. At operation, when the child was 11 
days old, a wide lower oesophageal segment was found entering 
the posterior wall of the lower end of the trachea. It was 
detached and anastomosed to the upper segment. The child 
survived and has continued to thrive. He can eat anything, but 
he has bronchiectatic changes in his right upper lobe following 
the lung infection. 

I know of no other: case of oesophageal atresia where it 
has been possible to pass a catheter into the stomach via the 
trachea and aspirate gastric contents. It is surprising that 
this child did not have acid digestion of its bronchial mucosa 
in the presence of such a large oesophago-tracheal fistula.— 


I am, etc., 
GEOFFREY H. WOOLER. 


Leeds. 
Sudden Death in Labour 


Sir,—I was interested to read the letters commenting on 
my report (Journai, January 8, p. 87) of “ Sudden Death in 
Labour Following Penicillin Injection.” In view of _the 
suggested diagnosis of amniotic fluid embolism, or amniotic 
fiuid infusion, I would add that one relevant finding was 
that the uterus was intact and the membranes ruptured only 
at the cervix. I realize that this does not exclude amniotic 
fluid infusion, but in the cases reported, where the mem 
branes had ruptured at the normal site, there was overaction 
of the uterus, forcing the fluid into the cervical vessels. Reid 
et al. state that the usual sequence of events in amniotic 
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uid infusion is premature rupture of the membranes, 


; labour, cyanosis, and anoxic convulsions. In the 
rted the uterus was not hypertonic, the contrac- 


oe An in fact, weak, and the uterus relaxed normally 


Saasen contractions. She was not at any time given 
panel that the time element is against the diagnosis of 


but the absence of an overactive 

is surely against that of amniotic fluid infusion. 
eosleey of the lungs would, of course, have been con- 
clusive in the latter case, and I regret that I am unable to 
r details of the necropsy. The post-mortem report 


icillin anaphylaxis, 


ag er to me by the coroner and contained no histo- 
ical data.—I am, etc., 
ar India. P. E. CAMPBELL. 


t Amer. J. Obstet. Gynec., 1953, 66, 465. 


Natural Childbirth 


Sin,—I_ was very interested to read Dr. Constance 
Beynon’s (Journal, February 19, p. 475) and Grantly Dick 
Read’s (Journal, March 5, p. 604) letters, and feel that as 
[ have very recently gone through a series of classes during 
pregnancy to prepare me for “ natural childbirth” I can 
give a true and tried viewpoint of this subject, which at 
least one of the above-mentioned cannot. AN 

Under the eager supervision and with the enthusiastic 
encouragement of my husband (a G.P.), I most diligently 
went to weekly relaxation classes, where I and a band of 
other pregnant women were given exercises and instructive 
talks on the processes taking place within us by a most 
competent instructress. I carried these out to the best of 


' my ability daily in my home. I read a great deal of the 


available literature, and so enthused did I become in this 
subject that I preached to the unconverted and rounded up 
many more mothers-to-be for the classes. I felt I had got 
it down to a fine art, and I awaited childbirth in a com- 
pletely happy, relaxed, and elated frame of mind. I 
admitted myself to hospital in this state and contentedly 
awaited events. 

Let me state categorically that a great deal of what I 
was taught to do was physically impossible in labour, and 
much of what was possible one hadn't the inclination to 
do at that time. It is one thing to do these “ exercises” 
on the floor of the local welfare centre, and quite another 
to try to do them in labour. Furthermore, I found that so 
becalmed and relaxed and optimistic of the easiness of 
childbirth had I become that I was totally unprepared fer 
the really serious and hard business involved. I am afraid, 


_ therefore, that after being Dr. Grantly Dick Read’s most 


ardent and loudest fan I can now say that Dr. Beynon 
summarizes my thoughts. I have changed to her way of 
thinking merely by attempting to put into practice the 
theories of Dr. Grantly Dick Read. The point is: is it 
worth having one’s morale high in pregnancy, only to be 
battered in labour, and very low post-natally? I would 
add that I have checked my reactions with quite a few 
other recent mothers, all former advocates of Dr. Grantly 
Dick Read’s teachings, and in each case my own experience 
was confirmed.—I am, etc., 

Harold Wood, Essex. CONSTANCE LYNN. 


Salicylates in Anticoagulant Therapy 

Sir—In considering the treatment of a patient with 
coronary thrombosis in general practice, I have often 
wondered if there is not some safer form of anticoagulant 
therapy which could be instituted in the home without the 
constant vigil of the clinical pathologist. 

In this respect I would like to make a suggestion the 
efficiency of which perhaps may not approach that possible 
in hospital, yet, weighed against the risk of transfer to 
hospital, may be at least a step in the right direction. It 
is well known that salicylates lower the level of plasma 
prothrombin and so reduce coagulation time. So far as 


I can see there are very few contraindications to the admini- 
stration of salicylates to patients who must be nursed at 
home. Perhaps one disadvantage would be the fact that 
the drug administered as sodium salicylate would increase 
the plasma volume by virtue of the sodium ion. This 
difficulty may not be completely overcome by administering 
the drug in the form of the acetyl derivative, since much 
of this would be converted into sodium salicylate before 
absorption. Anyhow, this disadvantage would be important 
only in the case of the larger infarcts associated with cardiac 
failure, and in ‘all other cases it is reasonable to suppose 
that the anticoagulant effect would far outweigh the effect 
of the increased circulatory volume. 

I would be extremely interested to hear comments on this 
therapy.—I am, etc., 

M. H. SINGER. 


Wembicy, 


Primary Aldosteronism 

Sir,—I wish to congratulate Dr. J. W. Conn (Journal, 
December 11, 1954, p. 1415) on his fine clinical achievement 
in reporting to the Central Society for Clinical Research in 
Chicago (October 29, 1954) the paper in which he character- 
ized a new syndrome in endocrinology: primary aldosteron- 
ism. Since I have been referred to in Dr. Conn’s letter I 
would like to make some additional remarks. 

First of all, an increased production of aldosterone (at 
that time called electrocortin) in the patient suffering from 
a so-called “ potassium-losing nephritis” was first reported 
by Dr. C. L. Cope and myself (patient Mrs. A) in the Journal 
(June 5, 1954, p. 1290). At the time that paper was sent 
for publication I—and I want to emphasize that this is my 
personal opinion, as I do not want to commit Dr. Cope in 
what I am going to say—was not aware of the poss.ble 
significance of the fact. At the beginning of 1954 I moved 
to New Zealand and I proceeded with my experiments on 
the excretion of aldosterone after surgical trauma. It is a 
very well known fact that all relatively major operations 
are followed by a loss of potassium. As a result of my 
experiments I have been able to report in a preliminary 
communication to the Otago Medical School Research ° 
Society (October 21, 1954)’ that the loss of potassium and 
retention of sodium which follows an operation are asso- 
ciated with an increased excretion of electrolyte-regulating 
corticoid, statistically highly significant when compared with 
the pre-operative level, and that, what is still more interest- 
ing, the increased level of this corticoid returns to its pre- 
operative level when the urinary electrolyte values in the 
operated patient recede to the pattern before operation 
(unpublished data). 

These findings seem to prove that a hyperproduction of 
aldosterone is a constant feature after operation, when 
electrolyte alterations. are present. Thus at the time I 
obtained these results I fully realized the significance of the 
increased excretion of aldosterone in the patient Mrs. A. 
In the middle of August, 1954, I wrote a personal letter to 
Dr. M. D. Milne communicating to him the result of my 
experiments in the surgical field, telling him my conviction 
that the main trouble in Mrs. A’s case was hyperproduction 
of aldosterone, and suggesting to him to re-study the patient 
according to this line. What Dr. Milne thought of this 
suggestion I cannot ascertain, but as far as I know the study 
was not carried out, as in the otherwise most interesting 
paper by Miss B. M. Evans and Dr. M. D. Milne (Journal, 
November 6, 1954, p. 1067) “no further comment was made 
upon this finding,” to quote Dr. Conn’s own words. 

Another case reported as of unknown cause, wh'ch I 
undoubtedly believe must be considered as primary aldo- 
steronism, has been mentioned by Dr. M. Taubenhaus. of 
Chicago.? To my knowledge the first detailed clinical 
description of a case of this peculiar condition is due to 
Kjerulf-Jensen, Krarup, and Warming-Larsen.’ Although 
they stated that the excretion of corticoids was rather low 
in their patient, aldosterone was-not known at that time 
(1951), and, further, this steroid has such a surprisingly 
strong activity in very minute amounts that, even when 


| 
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excreted in sufficient quantities to produce biological dis- 
turbances, its presence does not influence the total amount 
of urinary corticoids. 

I am not writing in order to claim any priority at all in 
the description of the syndrome of primary aldosteronism, 
but, first, to afford some data—hidden from the limelight— 
which later on, when the importance and frequency of this 
fascinating syndrome are fully appreciated, may help to 
record the successive steps which have led to the establish- 
ment of primary aldosteronism as a clinical entity; and, 
secondly, to make it clear that at least someone amongst 
the clinical and research workers involved in the case 
reported by Miss Evans and Dr. Milne became fully aware 
of the significance of the increased excretion of aldosterone 
in that case as early as the middle of 1954. Ethical con- 
siderations deprived me of making any comment before 
Dr. Milne published his case. He has produced an impres- 
sive collection of biochemical data in the paper with Miss 
Evans, but I feel that they have missed the point, indeed 
the main point. I am very glad that the syndrome has now 
been fully segregated by Dr. Conn, who has done an excel- 
lent piece of work.—I am, etc., 


Dunedin, New Zealand. J. G. LLAuURADO. 


REFERENCES 
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Mental Symptoms Caused by Carbromal 

Sir,—It might be of interest to note that carbromal, in 
addition to producing purpuric eruptions as descrived by 
Dr. Peter Borrie (Journal, March 12, p. 645), may also cause 
acute and chronic mental symptoms of a non-specific kind. 

A number of such cases have been described by 
G. Magnussen.' Reviewing cases of acute poisoning of 
demonstrable origin, admitted to Copenhagen hospital over 
a period of one year, he found that carbromal was the third 
commonest agent responsible. 


In a patient seen recently carbromal medication was no doubt 
a contributing factor to the picture of depressive illness with 
which the patient presented. She had been taking “ persomnia ” 
tablets (which contain carbromal) most days for six to seven 
months, usually not more than six to eight tablets daily, at one 
time “a couple of bottles full” within a few days. This pro- 
duced an acute toxic episode lasting for about two to three days 
characterized by feeling extremely sleepy, relaxed, muddled, “ as 
if drunk ” ; her speech was slurred. During the last few months 
she had become increasingly quarrelsome, irritable, undecided, 
listless, and feeling depressed—features which Magnussen des- 
cribed in cases of chronic poisoning. 

On admission the bromide level of the blood was elevated to 
125 mg.%. This finding, as well as the raised bromide level 
in the C.S.F., is a constant feature of chronic carbromal poisoning 
and may be also ot diagnostic help in cases where skin eruption 
is the presenting feature. Four weeks after admission her serum 
‘bromide had returned to normal and her mental state greatly 
improved. 


It is felt that because carbromal drugs are freely available 
in this country (as Dr. Borrie has pointed out) its potential 
dangers should be more widely known.—I am, etc., 


London, S.E.26. G. STROH. 


REFERENCE 
1 Magnussen, G., Ugeskr. Lag., 1947, 109, 359. 


Diet and Coronary Artery Disease 
Sir,—1 should like to comment on your report (Journal, 


March 12, p. 662) on the meeting at the Royal Society of 
Medicine. Professor H. W. Fullerton emphasized the 


importance of increased fat intake in the production of hyper- 
cholesterolaemia and its possible influence on atherogenesis, 
a concept to which I referred in the past in some detail." * 
During the last few years further research into the cholesterol 
problem has shown that cholesterol is transported by differ- 
ent fractions of the plasma proteins and is kept in solutions 
by phospholipids. The percentage of total cholesterol 


. 
carried by alpha-lipoproteins was found to be higher j 
women under the menopausal age than in men, but j 
approximately the same in women and men ate 
survivors from coronary infarction, however oa al i 
lipoprotein fraction diminished markedly and the bet ad 
proteins increased correspondingly. Oestrogen 
tion in: patients who survived myocardial infarction RO Ne! 
the alpha-lipoprotein fraction and decreased the beta-li 
proteins’ and at the same time diminished the total bares 
cholesterol level. Withdrawal of oestrogens was a 
followed by re-establishment of the previous conditions 

These blood lipid changes might give some ‘explanati 
for the well-known male preponderance in coronary di om. 
There is in fact much to indicate that Paul D White's 
“coronary individual” is characterized by physical = 
mental masculinity, and that the condition of * Oestro- 
genicity ” is associated with relative immunity to cor 
disease.” The corresponding lipoprotein pattern for the 
latter would be an increase of the alpha-lipoproteins, and thi 
was found indeed in castrates.* Further, in extensive necre “ 
studies (1) an apparent diminution of coronary pena) 
sclerosis was evident in males treated with estrogens on 
account of prostate cancer; (2) a significant increase jn 
coronary atherosclerosis was demonstrated in oophorectom- 
ized (hypo-oestrogenic) women ; and (3) less atherosclerosis 
was found in hyper-oestrogenic women suffering from breast 
cancer than in normal controls.’ — 

All these seem to indicate that sex hormones may influence 
atherogenesis by a mechanism which includes the distriby- 
tion of lipoproteins in the blood, in addition to other aetio- 
logical factors like increased fat intake and hypercholesterol- 
aemia. Whether the disturbance of fat metabolism is 4 
fundamental defect in atheroma formation or only secondary 
to other causes, further histochemical research as outlined 
by Professor T. Crawford at the meeting may clarify, — 
I am, etc., 


London, W.1. Z. A. Lerner, 
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The Aftermath of Hysterectomy 


Sir,—I recently took part in a television programme as 
a doctor—I am retired—in which the operation of hyster- 
ectomy was discussed. The discussion arose after a letter 
from a viewer in which she said that a surgeon had advised 
her to have the operation and she had gone into hospital 
afraid and worried because she really did not understand 
what was going to be done. She also stated that many of 
the women in her ward were in the same position. 


Arising out of the discussion were further letters. Here is an 
extract from one: “ Three years ago I had my uterus and ovaries 
removed, and was told on leaving hospital that it would make 
no difference to my married life. This was very wrong and I 
have been very worried for almost three years. Recently I had 
occasion to go to hospital again and on mentioning the matter 
I was immediately given a course of hormone treatment. This 
has certainly madé all the difference, and I cannot believe the 
change it has made to my married life... . 1 wonder why in 
one of the biggest London hospitals this was not mentioned to 
me after the operation?’ Another letter says that the writer 
had a subtotal hysterectomy and one ovary removed for a large 
fibroid at the age of 39 years. The letter goes on to say: “ Tragi- 
cally for me, my husband changed completely from a loving and 
devoted husband to a morose, bad-tempered and, in fact, cruel 
man almost immediately upon my return from hospital. He 
moved into a separate room and has stayed there ever since, yet 
before the operation we were inseparable and devoted to each 
other.” 

These letters give one a great deal of food for thought, at least 
if one is a woman. In the first place, are we doing our duty as 
doctors if we allow people to be operated on not knowing in the 
least what the operation involves? If any doctor or surgeon 


ages 


— 
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i re too unintelligent to understand, I do not 
tells is a mental defective, one can explain 
‘neration in simple language with benefit, for a worried 
= ep ant going to recover as well as an unworried one. Then 
whose duty is it to prescribe hormone therapy for a woman 
who has had her ovaries removed ? If the surgeon does not do 
how is it that the patient’s G.P. does not do so ? Does it 
pene a woman to get rid of her troublesome symptoms if by 
doing so her whole nature as a woman changes and her marriage 
cracks . . 
Finally, is the husband sufficiently considered in this 
matter? Does he have the matter explained to him, and is 
he told that in certain operations, as for instance subtotal 
hysterectomy, his relations with his wife will not be affected ? 
There is another aspect to this husband question. I know 
at least one other case when the husband turned completely 
inst the wife after hysterectomy, saying that the idea of 
having intercourse with a woman who had been mutilated 
removal of the womb revolted him. A last point: I 
have been told by a number of women who have had 
removal of the uterus in early middle age that they suffer 


the most acute depression after the operation at the times . 


when normally they would have menstruated. None of 
them had been told of this beforehand. Is there anything 
to be said for this policy ?—I am, etc., 

WINIFRED COPPARD. 


Treatment of Coughs 


Sin—I have read with interest your leading article 
(Journal, March 12, p. 651) on the treatment of “ winter 
cough.” While I must agree whole-heartedly with the 
necessity for antitussive measures, especially in the chronic 
bronchitic with cor pulmonale, I feel that the measures out- 
lined are merely an acquiescence in a chronically unfavour- 
able state of affairs. We must do better than that. Many 
of these cases are, through economic necessity, dragging 
themselves to work despite the warnings of tired hearts and 
bodies, and of physicians who find themselves forced to 
tender advice even though they know it will be unaccept- 
able. Are these cases to be treated with opiates which, 
while smothering the racking cough, smother the patient 
also? What is gained by suppressing cough is lost by 
increasing dyspnoea, refained sputum, constipation, and 
asthenia. 

I admit that I myself prescribe small quantities of tr. 
camph, co. or syr. codein. on occasion, but with the phar- 
macological advances which offer us antitussives—for ex- 
ample, “taoryl,” “ benylin,” “ becantyl”—which are not 
fraught with these disadvantages, is it not time that we rid 
ourselves of the habit of prescribing linct. scill. opiat., 
m. ammon. chlor. c. morph., etc., except in the most hope- 
less cases? I must confess that I have not yet had time 
to evaluate becantyl, but I have for over two years used 
taoryl with great success in these cases, and many between 
55 and 65, and over, owe their continuance of useful work 
to this drug. I have seen no untoward results whatever, 
even with maximum dosage. Benylin I have also used, but 
with less spectacular results. 

I must apologize for stressing a proprietary by name, 
but there is, as far as I know, no analogous preparation. 
I admit to being biased against “reputed therapeutically 
equal or analogous results "—to me the proof of the pud- 
ding is in the eating, not in the “ Cohen category number.” 
—I am, ete., 

London, E.2. 


Dunmow, Essex. 


MorGAN D. KAVANAGH. 


Lead-poisoning in Children 


Sir,—We would like, if we may, to add an amendment 
to our article on “Lead-poisoning in Children” (Journal, 
February 5, p. 324). We felt that the danger of lead-poison- 
ing should be stressed at an early date, although at the time 
of writing it seemed unlikely that we would be able to find 
the source of the metal in Case 2. However, this has now 
been traced to a repainted cot. 

We do not think that it is only children with pica who get 
lead-poisoning, as it is not unusual for an infant, whether 


from boredom or due to teething, to suck the cot side. This 
is the most probable source of the metal in cases of poison- 
ing in young children, so that the repainted cot may be 
regarded as a dangerous article—We are, etc.,’ 


H. B. MARSDEN. 


Pendlebury, near Manchester. VERA K. WILSON. 


Speaking Up 

Sir,—It has long been my opinion that something ought 
to be done to improve the deportment of medical people 
who appear on public and lecture platforms.. We often 
hear ‘about the illegibility of doctors’ prescriptions, but 
nothing is said about their behaviour as public speakers. 
When a good paper is marred, as it often is, by poor 
delivery, a great deal of the value of the contribution is 
lost to the audience. 

A clear, confident, and well-pitched voice (which does 
not necessarily mean a loud one) will carry conviction to 
the audience. Fidgeting movements of the hands (and 
often legs) are usually the outcome of nervousness and 
lack of elocutionary experience. It is not to be expected 
that the medical curriculum, already overloaded in its pro- 
gramme, will cater for possible orators among its trainees. 
Students and young graduates, however, would find ample 
recompense for their pains if they were to attend a course 
of elocution “ off the record.” The gain to them when the 
time came for entry into the domain of lectureship or 
teaching would be inestimable. A feeling of competence 
to “get across” and create a favourable impression would 
react immeasurably @n themselves and their listeners and 
facilitate the message they wish to convey.—I am, etc., 


London, W.1. J. HAMILTON McCcILRoy. 
Sir,—Recently at the Royal Society of Medicine there 
was a joint meeting of general practitioners and dermato- 
logists. There were about eight speakers on either side. 
The dermatologists, with perhaps one exception, spoke with 
hushed voices, as if they were holding a very private con- 
sultation which the patient—who was not present—must on 
no account overhear. The general practitioners, on the other 
hand, again with perhaps one exception, spoke up and 
clearly, with refreshing audibility. Let me add that the 
dermatologists are by no means the only specialists who at 
their own meetings are inclined to speak in a whispering con- 
versational style as though they were talking to one person 
only, with no regard for the periphery of their audience. 
Is it a reflection, carried into the lecture theatre, of the sub- 
dued manner of the consultant at his clinic as compared 
with the free and hearty bedside manner of the family 


doctor? The explanation is anybody's guess; the fact 
remains.—I am, etc., 
H. Cooper. 


London, W.C.2. 


Boxing Injuries 

Sir,—I am most grateful to you for having published my 
short note on boxing injuries under “ Points from Letters ” 
(Journal, January 29, p. 292). In the meantime I came 
across a publication in the German journal Die Medizinische’ 
about observations of kidney damage through boxing in 103 
American professional boxers during 1952 and 1953. 

Urine tests were done and were normal before the fight. 
Urine tests were done 5 minutes after the fight, and the 
findings were as follows: albumin in 68% ; traces of acetone 
in 14%; rise of specific gravity in 80% ; pH reduction in 
39% ; glucose in 9%; red cells in 73% ; casts (granulated 
and hyaline) in 26%. 

Nothing was known about delayed kidney damage, whilst 
acute kidney damage was present very often. It was sug- 
gested that all ex-boxers should be subjected to medical 
examination and every boxer should only be admitted to 
another fight if the urine tests are within normal limits.— 
I am. etc., 


London, N.3 H. SIMON. 


REFERENCE 
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Advertising by Post 

Sir,—Dr. A. K. Jones’s letter (Journal, March 5, p. 599) 
about advertisements has drawn timely attention to a prob- 
lem which is becoming of increasing importance to doctors 
and manufacturers alike. It is said that our mail from the 
drug firms weighs about 3 |b. (1.36 kg.) a month, and when 
one realizes that this goes to every doctor in the country the 
cost in postage alone seems fantastic (as a source of revenue 
to the Post Office it must be a rival to the football pools). 
The manufacturers must realize that a busy doctor has 
neither the time nor the energy to wade through a pile of 
advertising literature every morning, so why do they waste 
their shareholders’ money sending them? Surely here is 
an ideal opportunity for the B.M.A. to do something before 
the daily flood of pamphlets becomes even more out of 
hand than it is now. (I believe it is even worse in America.) 
Perhaps discussions could be held with the Pharmaceutical 
Society and the drug houses persuaded to make their adver- 
tisements more uniform, rational, and rationed. Dr. Jones’s 
suggestion of a card system is excellent (to his list of head- 
ings on the card might I add references to relevant articles 
in the Journal, etc. ?). 

I would like to mention that other form of advertising that 
afflicts us, the drug-firm travellers. I have nothing against 
thern personally, for they are all models of politeness. But 
they are quite unnecessary. And, frankly, when one is very 
busy they are nothing but a nuisance. I feel the firms should 
ask us by post if we are prepared to receive their repre- 
sentatives. If we do not wish to see them it is rather dis- 
courteous to send them. Few of us are rude enough to bang 
the door in their faces once they have arrived. 

Recently I have been wearied by the conflicting claims of 
rival firms as to the superiority of their own particular 
brand of oral penicillin. In the long run we must decide for 
ourselves what is best for our patients, partly from what we 
read in textbooks and journals, and partly from our own 
experience. Advertising must be left out of it as much as 
possible except to give us the basic information about pre- 
parations. It would be a good thing if all drug firms had 
a strict code of ethics and agreed to plague us as little as 
possible.—I am, etc., 


Penrhyndeudraeth, Merioneth. CLaup C. M. WATSON. 


Sir,—I would like to support the idea proposed by Dr. 
A. K. Jones VJournal, March 5, p. 599) about postal adver- 
tising by means of standard cards. For the past eight 
months I have been returning the bombardment of the 
pharmaceutical manufacturers with a pamphlet recommend- 
ing the same sort of thing—lately suggesting that the most 
suitable size of card would be that of the N.H.S. patients’ 
record card (E.C. 8) for which most general practitioners 
already have potential filing space in their surgeries. The 
response has been much the same as that described by Dr. 
Jones. Certain organizations do produce index cards, but 
it would be much more useful if the job could be done 
through the co-operation of all the manufacturing firms.— 


I am, etc., 
Walsall. J. P. Lester. 


Sir,—I, as a manufacturer of medical products, can 
readily sympathize with the views of Dr. A. K. Jones 
(Journal, March 5, p. 599) on the question of advertising 
material sent to the profession, if indeed the majority of 
doctors discard unopened as high a proportion of such 
literature as he suggests—namely, 90%. Although many 
manufacturers will doubtless give serious consideration to 
his suggestion of standardizing the size and style of informa- 
tive literature, I am not convinced that this is necessarily 
the solution to the problem, or whether the method would 
in fact enable the doctor to select any more easily the 
information on a particular proprietary product he wishes 
to study. 

In their efforts to avoid being included in the unfortunate 
proportion of discarded literature, many manufacturers are 
constantly adopting more original techniques of getting their 


. 
information over to the doctor in the ho , 
among the favoured proportion singled will be 
study. In attempting such an objective, however detailed 
facturers may sometimes run the risk of incurring disfave wi 
or even annoyance among doctors, and even when nama 
arise no one is more full of regret than the manufa — 
concerned, as no ethical firm has the wish to disturb 
good relationship that has, in general, existed Over the ie 
between the industry and the practitioner. It would er 
manufacturers to co-operate more closely with the ey 
sion in providing the literature required if other int 
would express their views on the question of standentins 
tion of size and style as suggested by Dr. Jones.—] “_ a: 
James H. Cra 


Chairman and Mana: Director 
Harker Lid. 


London, E.1. 


Nasal Catarrh and Electric Razors 


Sir,—lI feel it is worth putting on record an un ' 

*,* usua 
of allergic rhinitis. The patient was a man of nen 
who suddenly developed the most distressing nasal catarrh, 
for no obvious reason. He went for a cruise to Madeira 


and noticed that while he was symptom-free on the boat - 


he was just as bad whilst there and on returning. At this 
point he noticed a large amount of dust in the nasal secre- 
tion after using an electric razor, and realized that he had 
been unable to use it on board ship. Also, looking 

it was at the time of starting to use this method of shaving 
that the symptoms were first noticed. Since reverting to 
soap and a razor he has been quite well.—I am, etc., 


Hitchin, Herts. A. S. Porter. 


Cases of Pentosuria, Cystinuria, and Alkaptonuria 


Sir,—My colleagues and I are investigating the Popula- 
tion genetics of three rather rare metabolic disorders - 
pentosuria, cystinuria, and alkaptonuria. We would be 
grateful if general practitioners and consultants could put 
us in touch with any patients known to have any of these 
disorders.—I am, etc., 


Department of Biochemistry, 
London Hospital Medical College, 
Turner Street, London, E.1. 


Muscular Dystrophy Group 


Sir,—The Central Council for the Care of Cripples has 
decided to form a group or association of patients suffering 


H. Harris. 


from muscular dystrophy, and has already found that there | 


is considerable interest in such a development, particularly 
among the patients and their parents. Numerically the prob- 
lem is not a large one, but the people concerned are often 
isolated, and it is the Central Council’s intention to establish 
a friendly link ; to provide interest and amusement for the 
children ; and to distribute leaflets of general information to 
parents, members, and others. 

It is beyond dispute that research is of paramount import- 
ance, and your readers will agree, we feel, that there can 
be no firmer basis on which to develop the work which is 
contemplated than through the advice and support of the 
many distinguished neurologists and other specialists who 
have accepted appointment to the Medical Advisory Com- 
mittee which the council has set up. 

The chief difficulty from the Central Council’s point of 
view as a voluntary society is to find the people it wishes 
to help. Nevertheless, ascertainment of the extent of the 
problem is an essential if real progress is to be made, I am 
therefore writing to ask anyone in sympathy with this move- 
ment to put their patients or others known to them in touch 
with the Central Council for the Care of Cripples. I must 
emphasize that the group will remain within the aegis of the 
council, which intends to use its existing county associations 
rather than to superimpose a new organization.—I am, etc., 

34. Harry PLATT, 


, Eccleston Square, 
London, 8.W.1. President, Muscular Dystrophy Group, 
Central Council for the Care of Cripples. 


er 


Apri 2, 1955 


OBITUARY 


MEDICAL JOURNAL 855 


—— 


Obituary 


c. J. A. WOODSIDE, M.B., F.R.C.S.L. 


Mr. C. J. A. Woodside, senior surgeon to the Royal 

Victoria Hospital, Belfast, and to the Craigavon Hos- 

al. Belfast, died suddenly on February 14 at his home 

at Belfast. He was 60 years of age. Born at Ballymena, 

Co. Antrim, Cecil John Alexander Woodside was edu- 
cated at Ballymena Academy, Campbell College, and 

n’s University, Belfast, where he graduated M.B., 

B.Ch., with first-class honours in medicine, and with the 
award of an exhibition in 1917. He then received a 
commission in the R.A.M.C. and served abroad, being 
demobilized in 1919 with the rank of captain. On re- 
turning to civilian life, he became house-surgeon at his 
teaching hospital, and, later, surgical registrar, a post 
which he held for a number of years. In 1925 he 
obtained the Fellowship of the Royal College of Sur- 
geons in Ireland. Though he took an active part in 
clinical surgery, he always maintained an interest in the 
academic side. After two years as demonstrator in 
anatomy at Queen’s University, he was appointed -as 
assistant to the lecturer in operative surgery. He was 
elected to the staff of the Royal Victoria Hospital in 
1933 and was senior surgeon for the past few years. 
Woodside was a skilful and dextrous surgeon, experi- 
enced in all branches of the art, but he had a special 
interest in urology from the early days of his career, 
and was a member of the British Association of Uro- 
logical Surgeons. His administrative ability was put 
freely at the disposal of his teaching hospital, and after 
the passing of the Health Services Act in 1948 he assisted 
the Northern Ireland Hospitals Authority by serving on 
several of its committees and by acting as chairman of 
its hospital staffs committee. He was a Fellow of the 
Ulster Medical Society, and an active member of the 
British Medical Association for over 30 years. He acted 
as honorary secretary of the Ulster Branch of the B.M.A. 
from 1927 to 1934, and was president of the Northern 
Ireland Branch in 1943-4. A member of the Council of 
the Association from 1943 to 1947, he also served for a 
number of years on the old Irish Committee (later, the 
Northern Ireland Committee) and on the Central War 
Emergency Committee. 

Of a shy and retiring disposition, Woodside’s main 
interest was in his profession, but he sought his recrea- 
tion in literature and art. He was held in great admir- 
ation by colleagues and patients, and the Royal Victoria 
Hospital and all associated with it are the poorer for his 


passing. 
AGNES C. SCOTT, C.B.E., M.B. 


Dr. Agnes Scott, formerly chief medical officer of the 
Women’s Medical Service in India, died at the Hostel of 


St. Luke, London, on March 22. She was 79 years of* 


age. 
Agnes Catharine Scott was born on October 26, 1875, 
the second daughter of Canon John Scott, and was 
educated at Leeds Girls’ High School and at the York- 
shire College, now the University of Leeds. She then 
entered the London (Royal Free Hospital) School of 
Medicine for. Women, in order to equip herself for work 
as a medical missionary, and obtained her M.B. in 1901. 
After graduation she was obstetric assistant at the New 
Hospital for Women (now known as the Elizabeth 


Garrett Anderson Hospital) and then went to India in 
1903 to work at St. Stephen’s Hospital for Women in 
Delhi under the Cambridge Mission. A few years later 
she was posted to the hospital at Karnal under the same 
mission, but returned to Delhi to superintend the build- 
ing of the new St. Stephen’s Hospital, of which she was 
subsequently in charge. The call for an experienced 
medical woman in the Punjab made her decide to enter 
the Women’s Medical Service, and she went to Lahore 
as assistant to the inspector-general of civil hospitals in 
1917. She remained in that post until 1923, and in the 
following year succeeded Dr. Margaret Balfour as chief 
medical officer of the Women’s Medical Service. She 
left India in 1932, but continued to work until 1939 as 
medical adviser to the Countess of Dufferin’s Fund at 
the India Office in London. 

Agnes Scott was -peculiarly fitted by her early ex- 
perience for the important work she did later. She had 
been in charge of a small hospital in a country town 
(Karnal), had superintended the building of a large (for 
those days) hospital in the capital of India, and had 
been superintendent of this hospital. Her own experi- 
ence in running two different types of hospitals enabled 
her to grasp the needs of such hospitals in personnel, 
equipment, and methods of working. All this know- 
ledge was put to very good use in both the posts she 
held after leaving the service of the mission. She was 
also much interested in the training of midwives, and 
forwarded this good cause in India with wisdom and 
sympathy. 

When she became chief medical officer of the Women’s 
Medical Service, Agnes Scott became also a member of 
the council and executive committee of the Lady Hard- 
inge Medical College, then still a young institution, and it 
fell to her to staff the college from the cadre of the 
Women’s Medical Service. This was no easy task, since 
there were few specialists available in those days. Partly 
in order to meet this difficulty and partly because she 
wished to increase the number of Indians in the service, 
she instituted a .training reserve. Young doctors who 
had been educated in India were admitted to this reserve, 
and after proving themselves suitable by working as 
assistants in the larger hospitals for women they were ~ 
sent to the United Kingdom with scholarships for fyrther 
training. This enabled promising young women to gain 
additional experience and higher qualifications, thus 
fitting them for responsible posts on their return to India. 
The scheme was a noteworthy contribution to the train- 
ing of Indian medical women for work in India. 

Agnes Scott was of a quiet and reserved nature, but her 
reserve hid a very warm heart. Though the officers of 
the Women’s Medical Service may have found her a 
little awe-inspiring during inspections, they recognized 
the wisdom behind her advice, her strong sense of justice, 
and her appreciation of all work faithfully performed, 
sometimes in loneliness and difficulty. To the end she 
retained her interest in medical missions and was chair- 
man of the medical mission committee of the Society 
for the Propagation of the Gospel from 1937 to 1947. 
She was awarded the Kaisar-i-Hind gold medal in 1926 
and was appointed C.B.E. in 1931.—R. Y. 


Dr. G. H. H. Manrietp died at Nottingham General 
Hospital on March 17 at the age of 77. George Herbert 
Hind Manfield was born at Ixworth Thorpe, Suffolk, on 
July 24, 1877, and was educated at Framlingham College 
and at Guy’s Hospital, qualifying M.R.C.S., L.R.C.P. in 
1901. After holding a number of house appointments he 
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went into general practice at Shenstone, Staffordshire, where 
he soon acquired a reputation not only as an excellent 
doctor but also as a horticulturist, a tennis player, and a 
keen captain of the local cricket club. His slight lameness 
had prevenied him from being accepted for Guy’s Hospital 
Volunteers, but when the first world war broke out in 1914 
he joined the R.A.M.C. and served in France, being 
awarded the Military Cross for gallantry in 1916, and in 
Salonika. In 1919- he returned to Guy’s for a year, and 
then worked for the Ministry of Pensions at Derby and 
Nottingham, finally taking over a practice at Nottingham, 
where he remained for 32 years. For more than half that 
time he was honorary surgeon to the Nottingham and 
Notts Hospital for Diseases of the Throat, Ear, and Nose 
until its amalgamation with the General Hospital under the 
National Health Service. Despite the increasing strain of a 
growing practice and service on numerous medical boards 
during the second world war, he continued to disp!ay the 
same energy in his work as always.. Service to others was 
the keynote of his life. 


The obituary of Professor PETER PATERSON was printed in 
the Journal of March 19 (p. 735). Mr. Davip RANKINE 
writes: Many of his old students will have learned with 
sorrow of the death of Peter Paterson—a born surgeon if ever 
there was one, and an enthusiastic teacher. He took a very 
keen and personal interest in any student who himself was 
keen, and he was always delighted to have his ex-students 
visit him. True he might greet one with such a quotation 
as “ The dog that was sick has returned to his vomit and the 
pis that was washed to its wallowing in the mire,” but this 
was but an aspect of his kindly humour. He was impatient 
with humbugs, and would say that he would prefer a student 
to give a wrong diagnosis with good reasons than a 
right one with no reasons at all. Fo: years the third floor 
in the Glasgow Royal Infirmary was a by-word under the 
regime of Peter Patersor, and the late Milne McIntyre— 
both of whom wil! be ever remembered by us of their time. 


Medico-Legal 


DAMAGES FOR HOT-WATER BOTTLE 
BURNS 


Damages of £770 with costs were awarded to George Brown, 
aged 46, a North Staffordshire butcher’s assistant, who 
alleged at Stafford Assizes on March 21 that he was burned 
on the leg by a hot-water bottle when being rushed to 
hospital in an ambulance after an accident at his work in 
January, 1953. Brown claimed damages from Staffordshire 
County Council alleging negligence. 

He told the court that while working in a Newcastle 
butcher’s shop his knife slipped and pierced his right groin. 
He fainted, but remembered being in the ambulance with a 
burning pain in his legs. He was.unable to speak. In 
hospital he could still feel the pain in the calves of his 
legs. When he regained consciousness after an operation his 
right leg was bandaged near the calf, and two or three days 
later another burn was found on his left leg. He had had 
treatment for the burns for six months after the accident 
and went back to work on June 20, 1953. 

In answer to Mr. Norman Carr, for the de“endants, Brown 


agreed it was vital to rush him to hospital in order to save , 


his life. Also for’ the defendants, ambulance driver G. E. 
Roberts said that he had been told that the bottles had 
been filled by the previous shift at 1.30 p.m. The call to go 
to the plaintiff was received about 2.50 p.m. When the 
bottles were applied they had covers and Brown was wear- 
ing trousers and socks. Another ambulance driver who 


attended the accident said that during the journey to hospital 
Brown told him he was cold, but said nothing about being 
hot. 

Giving judgment for Brown, Mr. Justice Hilbery said 
there was no doubt that one of the hot-water bottles applied 


was so hot as actually to burn th nines 
badly and his left leg less so. While Fogger S Tight leg 
bottle was covered, the Judge added that if i re 
bottle seriously burned a patient unable to look re : 
ry it to say sufficient care had 
scar left by one of the b i i 
pia y urns, he Said, might reopen at any 
The Judge refused an application fo 


pending consideration of an appeal). a stay Of execution 


Medical Notes in Parliament 
EFFECTS OF RADIOACTIVITY ON MAN 


The concern that has been increasin : 
Parliament and outside, about the possible 
kind of radioactivity released in thermonuclear « : 
was into a motion and an 
which were debat in the 
The motion, signed by Dr. Eprra SumMeE 
West, Lab.) and six other women Labour MPa hee 
the Government the need for further consideration of he 
long-term effects of nuclear explosions, expressed fears about 
the dangers facing humanity from continuing radioacti 
contamination of the atmosphere, and pressed for a ~ 
ference of American, Russian, British, and French acientigs 
—as suggested by Mr. Attlee in the recent defence debates, 
The amendment was the Government rejoinder to this, 
and was moved by the Minister of Health, Mr. Ian 
Macteop. It placed the first importance on efforts to 
achieve comprehensive disarmament, and welcomed the 
Government’s decision to continue and expand research on 
the medical and biological aspects of nuclear energy, and 
to collaborate by every practical means with countries with 
whom arrangements already existed or who could usefully 
be brought into consultation. His assessment of things, 
based on expert advice, seemed to be summed up in the 
observation that at present levels of irradiation it seemed 
improbable that there was anything more than an interest- 
ing basic scientific problem and a situation that must be 
watched very carefully. 


Radiation Effects Cumulative 


Dr. SUMMERSKILL said that man had invented a lethal 
weapon the properties of which offered a threat to the 
procreative powers of women. If that was proved con- 
clusively, and the evidence so far filled them with the 
gravest misgivings, the instinctive aversion to fighting which 
prompted every normal woman might find world-wide 
expression. 

She had no intention of making sensational statements 
about the genetic effects of experiments with the hydrogen 
bomb. Her desire was to convince the House and the 
Government that there was a prima facie case for an ex- 
amination of the whole problem by scientists of the highest 
repute. The Prime Minister had recently quoted the United 
States Atomic Energy Commission report that the amount 
of radiation so far released by nuclear explosions was no 
greater than that to which a patient having an x-ray of 
the chest was exposed. But they overlooked the fact that 
the effect of radiation in the atmosphere was cumulative. 
It was wrong to talk about permissible levels of radio- 
activity, because uranium and radium were found all over 
the earth, and any addition to the existing store of radia- 
tion might be responsible for an increase in the incidence 
of some disease. Some scientists were of opinion that here 
might lie the key to the development of cancerous growth, 
which so far had baffled research workers. 

There had been 65 nuclear explosions so far—50 
American, 12 Russian, and 3 British. Scientists were ex 
pressing the opinion that these explosions could not com 
tinue without the danger of serious damage to health. The 
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: report after examining the 

anergy - Bikini test explosion of March, 1954, that 
most seriously injured fishermen had their blood- 
ait function seriously impaired and their reproductive 
seriously affected. In some of them the number of 
was 100 to 700 per cubic millimetre compared with 
the normal 50,000 to 100,000, and in addition there were 
rmal types of sperm. There was evidence that a preg- 
- n who was exposed to only a moderate dose 


oma 
ry ,sdistion ran the risk of aborting or giving birth to a 


i ild. 
~~ ome that lurked in the fall-out of radioactive 
icles after nuclear explosions was serious ;_ they could 

be blown for thousands of miles, and they might remain 
active for years. It was said that radiostrontium could fall 
out at great distances and later could be eaten—through 


"being in vegetables—by humans and by grazing animals, 


which in turn provided human food. Bone had a special 
attraction for radiostrontium, and the human foetus was 
highly sensitive to radiation. It was therefore argued that 
the foetus might be destroyed through milk obtained from 
cattle which had grazed in infected grass. Mr. Strauss, 
chairman of the U.S. Atomic Energy Commission, had 
sought to be reassuring, but he could not prophesy what 
would happen in a hydrogen bomb war, when abortion and 
stillbirths might become almost universal. Lord Adrian, 
one of Britain’s most famous scientists, had said that such a 
war might “lead to a degree of radioactivity which no one 
can tolerate or escape, and thus end the human race.” 


A Permissible Level ? 


Mr. Mac.eop, who described the subject as a strange and 
difficult one to debate, had armed himself with the best 
advice he could get, and, while acknowledging that what 
he said must be the responsibility of the Government, 
claimed that it would not be in conflict with the views of 
the Medical Research Council and its committees, which 
had been considering the matter for eight or ten years. 
Comment and controversy had been caused by the pro- 
nouncement of the United States Atomic Energy Com- 
mission that the total amount of radiation received by 
people in the U.S. from all nuclear detonations so far— 
Russian and British included—was about 0.1 r, or about 
one-hundredth of the average natural exposure during a 
person’s reproductive lifetime. British calculations, derived 
from monitoring measurements taken by the Atomic Energy 
Authority, showed that the figure here would be about one- 
third of the American figure. Even this figure of 0.03 r 
was artificially high, because it assumed that a man stood 
outside in the open for 24 hours a day for about 50 years 
(to the extent that he was indoors or under cover the figure 
would be greatly reduced), and that none of the activity 
weathered away from the surface of the ground, which of 
course would happen. The effective average dose received 
by someone in this country from all the bombs so far 
exploded was therefore a great deal less than 0.03 r. 

The real question was—What level is permissible ? What 
is the threshold of radioactivity beyond which man’s genetic 
constitution might stand at risk? The accepted inter- 
national dose for workers on radioisotopes and radiologists 
was 0.3 r a week, or about 15 r a year. That was enor- 
mously greater than the figures they had been discussing ; 
but it was also fair to point ou that in a whole community 
the number of genes at risk was enormously increased, 
and therefore the number of matings that might conceiv- 
ably be harmful was also considerably increased. The 
more he went into the subject the more he found that 
the scientists disagreed. Estimatés of the dose of radia- 
tion over a generation that was likely to double the 


- Spontaneous mutation rate varied from 3 r to 300. He 


was told that a figure of 50 r over 25 years was as good 
a guess as could be made. The increase in the United 
States had been only a tiny fraction of this, and in Britain 
it had been much smaller still. Perhaps that would bring 


a little comfort and a sense of balance. 


A great deal of research went on in the M.R.C. unit at 
Harwell, and there were other institutions at Hammersmith 
Hospital and in Leeds. The work was being supported. in 
many university departments. The M.R.C. expenditure for 
work in its own establishments on all aspects of the effects 
of radiation was £208,000 in the provisional estimates for 
1955-6. He was authorized to say that if the Council, after 
examining its research programme in the light of this new 
commitment, reported that an increase in its expenditure 
was essential this would have favourable consideration from 
the Chancellor of the Exchequer. 

He summarized his argument in four conclusions: (1) 
radiation produces genetic effects, and the radioactivity of 
the planet has slightly increased as a result of nuclear bomb 
explosions ; (2) present knowledge is insufficient to fix at 
all precisely the level of radioactivity above which genetic 
damage would significantly affect the well-being of popula- 
tions ; (3) research in genetic changes is inevitably siow ; 
(4) it most unlikely that the increase in radioactivity which 
has occurred so far will have any appreciable genetic effect. 

Finally he expressed the Government’s doubts about the 
two current suggestions being canvassed—the proposal for 
a scientific conference; and the extension of the agenda 
for the international conference at Geneva in August. to 
explore the benign and peaceful uses of atomic energy. He 
asked the House to support the Government in seeking the 
extension of the methods of collaboration which already 
existed. In medical knowledge and information these were 
reasonably full and satisfying, and it was hoped to see them 
extend into other spheres. There had never been a power 
which at the same time held such possibilities of doom or 
bright hope. The Government accepted the responsibility 
to tell the country all the facts that could properly be dis- 
closed, and in the defence debates they had done that. 

Among the nine other speakers, of whom six were women, 
Mr. WALTER ELLioTt (Glasgow, Kelvingrove, Con.), claiming 
his qualification as a certified midwife, suggested that a 
White Paper embodying and perhaps extending the facts 
given by Mr. Macleod—the ipsissima verba of the scientists 
instead of the Minister’s quotations from them—would be 
useful. There was no need to bother too much about the 
effect of atomic war on the genes of the human race a 
thousand years hence. The damage would be much more 
immediate to the bone marrow and its blood-forming cells 
than the later effect on the reproductive cells. Miss ELAINE 
BuRTON (Coventry, South, Lab.), concluding the debate for 
the women, took the Minister to task for the inhuman state- 
ment that this was an interesting scientific problem. The 
objections to a conference she regarded as the negation 
of doing anything. A conference might help eventually 
to bring about disarmament. The Minister of Works, 
Mr. NiGet Bircu, in the final speech, added the informa- 
tion that there was no danger of radioactivity from the use 
of atomic power for civil purposes: Such radioactive 
materials as were emitted were very weak and their effect 
was not cumulative. : 

The motion was rejected by 290 votes to 250, and the 
amendment agreed to. 


Research in Britain 
Dr. BARNET Stross (Stoke-on-Trent, Central, Lab.) on 
March 22 asked the Parliamentary Secretary to the Ministry 
of Works, as representing the Lord President of the Council, 
what official research was being conducted in Britain on 
the effects of radioactivity on reproductive cells; and to 
what extent this research was being conducted on mammals. 


' Mr. J. R. Bevins told him that a large programme of re- 


search on the effects upon the germ cell -of exposure to 
radiation was being undertaken at the Medical Research 
Council’s Radiobiological Research Unit at Harwell, and 
related studies were in progress at several other establish- 
ments of the Council. Most of the work was carried out 
with mice. ; 

Dr. Stross asked what research had been conducted into 
the danger threshold beyond which the radioactive contam- 
ination of the atmosphere might damage mankind’s genetic 
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constitution. Mr. Bevins said that the M.R.C. programme 
of research on radiobiology aimed at extending knowledge on 
all the hazards which radiation might hold for human beings. 
There was, however, no way at present in which direct 
evidence of genetic damage to human beings from radiation 
could be obtained. 

Mr. W. WELLs (Walsall, Lab.) asked the Minister of Defence 
on March 23 whether he would arrange for experiments 
to test the uses of smoke in counteracting the effects of 
nuclear and thermonuclear explosions. Mr. H. MACMILLAN 
stated that experiments had already been started under the 
authority of the Minister of Supply, the results of which 
would be of interest both to Civil Defence and to the 
Services. 


Rising Standard of Living 

Mr. HeatHcoat Amory, Minister of Food and Agricul- 
ture, put up to answer a detailed arraignment of the Govern- 
ment on March 23 for their management of the national 
housekeeping, claimed that the standard of living was higher 
than it had ever been. 

Mr. F. T. Wittey (Sunderland, North, Lab.) produced a 
catalogue .of price increases to support his case that the 
Tory policy had resulted in the food trades becoming a 
profiteers’ paradise. 

Mr. Amory admitted an increase in the cost of living, but 
between 1949 and 1951 prices rose on average slightly over 
6% a year, and wages rose on average by 54%. Between 
1952-4 the average increase in prices was a little over 3% 
a year, and the average increase in wages by 5% a year. 

Food accounted for about 30% of total private expendi- 
ture. In terms of calories, the consumption per head was 


at the rate of 3,120 a day, the highest figure ever recorded. . 


The diet of the nation was more palatable and more nutri- 
tious. More of the calories were being obtained from meat, 
and less from bread and other starchy foods. In 1954 the 
country ate 50% more meat, 30% mere bacon, and 15% 
more sugar, and drank 20% more tea than in 1951, It was 
significant that even in cases where some foodstuffs had 
increased sharply in price, as for tea and home-killed meat, 
consumption had increased. In 1954 the nation spent £49m. 
more on sweets and ice-cream than it spent on milk and 
£130m. more than on bread. Consumption of sweets was 
7 oz. a head before the war, and 8.5 oz. in 1954. The 
B.M.A. figures recorded the diets of pensioners as being 
adequate both in energy value and in all the important 


nutrients. 


Diminishing Demand on Swiss Sanatoria 


The impending termination of the schemes for sending 
tuberculosis patients for treatment in Swiss sanatoria was 
announced on March 22. 

Mr. IAIN MACLEOD, in a statement on the scheme covering 
England and Wales, said that they began to send patients 
to Davos in the autumn of 1951, when waiting-lists for 
tuberculosis beds stood at over 7,000. The provisional 
figure for the end of 1954 was 2,500, and this of course 
included a large number of patients who were on the point 
of being admitted at once. Several hospital regions now 
had virtually no waiting-list. Some were closing tubercu- 
losis beds or turning them over to other purposes. Well 
over 900 patients from England and Wales had been sent 
to Switzerland by the Health Service, and this had been a 
most valuable contribution to the work against respiratory 
tuberculosis. But taking into account the diminished pres- 
sure to-day on tuberculosis beds at home, and the recent 
difficulty in finding enough suitable patients who were will- 
ing to go to Switzerland for their treatment, he was satisfied 
that there was no necessity to extend the scheme bevond 
this autumn, when contracts with the sanatoria expired. Suit- 
able arrangements would be made for winding it up so as 
not to discharge patients from the sanatoria in Davos before 
they were fit. 

To this announcement he added his thanks, and those of 
the patients who had been sent, to the Sanatorium Angleterre 


Mepicat 


and the Park Sanatorium for the welcome t i 
and the efforts they had made on the 
Commander T. D. Gatsrartu, Under Secretary of 
for Scotland, in a corresponding statement, said that when 
this scheme began in June, 1951, the Scottish waiting-|j 
for hospital treatment for respiratory tuberculosis wie 
had reached a peak of over 3,000 in June, 1949, had ~ 
at over 2,000 for five years. Over 900 patients had 
to Switzerland under the scheme, which had thus secliel 
a valuable supplement to Scottish hospital resources at 
time when they had been under extreme pressure, [t <.- 
clear that they could not usefully send any more Patients 
to the Sanatorium Wolfgang, where they had had the 
of 70 beds. Most, if not all, of the patients now in an 
sanatorium would remain there until the time when ; 
would come back to Scotland in the ordinary course, For 
the present they were continuing to send patients to the 
Sanatorium du Mont Blanc, where they had the use of 120 
beds, which would be sufficient to accommodate all. the 
patients coming forward under the scheme. : 
Commander GaLBRalTH stated in reply to Mrs. JEAN 
MANN (Coatbridge and Airdrie, Lab.) that the number of 
Staffed beds available for the treatment of respiratory 
tuberculosis in Scotland had increased from 5,335 at the 
end of 1950 to 6,098 at the end of 1954. The number of 
patients awaiting admission had dropped from 2,303 in 
December, 1950, to 486 in January, 1955. 


Thoracic Surgeons 
Mr. H. BoaRDMAN (Leigh, Lab.) asked the Minister of 
Health on March 21 how the four surgeons exclusively 
employed on thoracic surgery in the Manchester Region 
compared with the number so employed in each other 
region, and giving the estimated population figures in each 
case. Mr. MacLeop gave the following figures: 


No. of Estimated 
Region Surgeons Mid 1953 

Newcastle .. 6 2,911,200 

eeds 6 3,044,900 
Sheffield 7 4,172,700. 
East Anglia 1,462,900 
N.W. Metropolitan 9 3,874,600 
N.E, 5 3,039,800 
S.E. . 6 3,197,400 
S.W. Fa 9 4,620,900 
Oxford a 2 1,458,000 
South-western 7 2.768.200 
Welsh a 5 2,594,000 
Birmingham 8 4,470,000 
Manchester a 4,372,800 
Liverpool 6 2,102,600 


The figures include surgeons employed at teaching 
hospitals except in London, as these do not serve any one 
region. They do not distinguish between whole-time and 
part-time appointments. In addition, there are in some 
regions surgeons engaged in thoracic surgery and in other 
branches of surgery. 


Care of the Aged 


The House of Lords, at the instance of Lord Beveripce, 
discussed on March 23 the social and human problems of 
old age, as noted in the Phillips report. He said that the 
decay of physical and mental faculties meant that increasing 
care by others was as necessary in the last years of life 
as in the first. The change in the age structure meant that 
whereas in 1901 there were 10 people of working age to 
every one of pensionable age, the ratio was now three to 
one, and in 1979 would bg less than two and a half to one. 

The right policy was to keep elderly people as far as 
possible in their own homes; but to make the home the 
right place there must be adequate machinery for discover- 
ing the failing strength of old people, which might make a 
transfer to hospital necessary, before it led to tragedy. There 
should be some known person in every neighbourhood to 
whom the need for care could be reported. He criticized 
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judicr inadequate the 30,000 home helps ; and 
es life offices might use their money 
suggest nization to make it easy for everyone while of 
e to pay an insurance entitling them to a place 
— ith they came to need it. He also criticized 
in » home fusal to spend £1m. for a chiropody 


ent’s re 
ee tor old people while spending £14m. on cheaper 


em. 

among others, opposed the proposal of _the 
Phillips Committee for raising the age at which pensions 
Id be payable. Lord BURDEN said there were hundreds 
ee people in mental hospitals who were there simply 
oo. there was nowhere else for them to go and no 
yo sl to look after them. Lord AMULREE emphasized 
“ ecessity of finding out in time when an old person 
as ia need of care and attention. The borough in which 
= tenia had a population of 140,000. In the past six 
months roughly 200 pensioners aged 60 to 65 had applied 
have gone into the Poor Law hospital 
rather than the voluntary hospital. Ninety of the 200 were 
living by themselves. Fifty of the 90 were living com- 
fortably and well. Forty were living in conditions of dirt, 
valor, and neglect that one would not have believed pos- 
sible in 1955. Many of them were Starving, but, having 
had suitable treatment and rehabilitation, they could again 
take up some kind of normal life. If the same proportion 
was applied to the rest of the country there must be an 

enormous reservoir of human misery. 
The Earl of Seckirk, replying for the Government, said 
the aim should be to enable the aged to remain at work 


- as long as possible, to keep in their own houses, and to 


ensure that they never felt that they had no further con- 
tribution to make. He agreed that the volume of assistance 
and domiciliary services was not adequate, but they were 
expanding, and there were many oppertunities for voluntary 
organizations to take a full part. He had been disturbed by 
what Lord Amulree and other peers had said, and sought 
to make it clear that anyone who knew of someone needing 
assistance, financial or otherwise, should inform the National 
Assistance Board or the local authority. 


i 


Thoracic Surgery —There are four surgeons in the Manchester 
region exclusively employed on thoracic surgery, representing 0.91 
per mi!'ion estimated population. The figure is lower than that 
of neighbouring regions (see table on P. 858) and the national 
average, and the regional board is arranging to improve it. 

Leprosy.—In England and Wales there are 164 notified leprosy 
patients and two special hospitals for them, one near Redhill 
(Surrey) and the other near Chelmsford (Essex). 

Scottish Doctors’ Lists —The average number of patients on 


‘doctors’ lists in January, 1955, was 1,976. compared with 2,016 


in April, 1953, and 2,152 in January, 1952. 

Dental Courses—The number of courses of dental treatment 
in Scotland, other than emergency extractions and the supply of 
dentures, increased from 603,000 in 1951 to 715,000 in 1954. 

Ancillary Dental Workers.—No extension of the use of ancillary 
dental workers in any part of the dental services is possible pend- 
ing further legislation. 


Universities and Colleges 


UNIVERSITY OF LONDON 


The degree of Ph.D. in the Faculty of Medicine was awarded 
to A. H. Kitchin, M.B., Ch.B. (St. Thomas’s Hospital Medical 
School), on February 1, and to H. H. Khalil (Guy’s Hospital 
Medical School) on February 15. 


UNIVERSITY OF MANCHESTER 


The Council of the University has approved the following changes 
in status of members of the staff, to take effect from October 1, 
1955: Dr. J. N. Mil!s, Senior Lecturer in Human Physiology ; 
Dr. J. E. Kench, Senior Lecturer in Biochemistry in the Depart- 
ment of Occupational Health; Dr. N. W. Preston, Lecturer in 
Bacteriology; Mr. D. C. Racker and Mr. C. E. B. Rickards, part- 


to hospital. They were the type who in the, 


time Lecturers in Obstetrics and Gynaecology; Dr. Alexander 
Nicol and Dr. Tom Wade-Evans, Assistant Lecturers in Patho- 
logy; Dr. Kenneth Bloor, Assistant Lecturer in Surgery : Dr. 
D. J. Rose, special Lecturer (part-time) in Mental Deficiency 
{instead of Mental Diseases); Dr. R. M. Young, Assistant 
Lecturer (part-time) in Clinical Psychiatry (instead of Mental 
Diseases). d 


Vital Statistics 


Week Ending March 19 


The notifications of infectious diseases in England and 
Wales during the week included: scarlet fever 839, whoop- 
ing-cough 1,924, diphtheria 10, measles 29,018, acute pneu- 
monia 980, acute poliomyelitis 13, dysentery 1,816, para- 
typhoid fever 7, and typhoid fever 2. 


Infectious Diseases 


The largest variations in the number of infectious diseases 
in England and Wales during the week ending March 12 
were increases of 142 for dysentery, from 1,265 to 1,407, 
132 for scarlet fever, from 648 to 780, 43 for whooping- 
cough, from 1,838 to 1,881, and a decrease of 1,132 for 
measles, from 26,453 to 25,321. 

The fall in the incidence of measles was largely confined 
to the northern and southern sections of the country, while 
in the midlands substantial increases were tecorded. The 
largest rises in the number of notifications of meas'es were 
346 in Warwickshire, from 1,774 to 2,120, 239 in Middlesex, 
from 808 to 1,047, 212 in Staffordshire, from 666 to 878, 
167 in Essex, from 1,738 to 1,905, 149 in Lincolnshire, from 
328 to 477, and 100 in Hertfordshire, from 195 to 295, and 
the largest falls were 801 in Lancashire, from 2,924 to 2,123, 
786 in London, from 3,412 to 2,626, 444 in Kent, from 1,432 
to 988, 343 in Derbyshire, from 1,222 to 879, 149 in York- 
shire West Riding, from 3,886 to 3,737, 118 in Northumber- 
land, from 827 to 709, and 117 in Durham, from 925 to 808. 
No large fluctuations were recorded in the trends of scarlet 
fever. The largest fluctuation in the trends of whooping- 
cough was a fall of 44 in Lancashire, from 211 to 167. 
9 cases of diphtheria were notified, being 8 fewer than in 
the preceding week. The only areas with multiple cases 
were Plymouth C.B. and Hull -C.B. with 2 cases each. 

11 cases of acute poliomyelitis were notified, and these 
were 2 fewer for paralytic and 1 fewer for non-paralytic 
cases than in the preceding week. Yorkshire West Riding 
with 3 notifications was the only area with more than 1 case. 

The largest rises in the incidence of dysentery were 
Durham 52, London 49, Leicestershire 40, and Norfolk 30. 
The chief centres of infection during the week were Lan- 
cashire 494 (Blackpool C.B. 108, Oldham C.B. 99, Black- 
burn C.B. 79, Manchester C.B. 53, Liverpool C.B. 36, 
Lytham St. Anne’s M.B. 18, Royton U.D. 15, Chadderton 
U.D. 13), Durham 114 (Felling U.D. 28, Easington R.D. 22, 
Sedgefield R.D. 18), London 113 (Hackney 58, Southwark 
11), Northumberland 95 (Morpeth M.B. 23, Newcastle-upon- 
Tyne C.B. 21, Whitley Bay M.B. 15, Ashington U.D. 13), 
Norfolk 80 (Norwich C.B. 47, St! Faith’s and Aylsham R.D. 
13), Leicestershire 76 (Leicester C.B. 58, Wigston U.D. 10), 
Cheshire 55 (Stockport C.B. 38), Northamptonshire 46’ 
(Northampton C.B. 25, Kettering M.B. 17), Glamorgan- 
shire 46 (Cardiff C.B. 24, Swansea C.B. 14), Yorkshire West 
Riding 45 (Leeds C.B. 23), Lincolnshire 35 (Scunthorpe M.B. 
26), Nottinghamshire 23 (East Retford M.B; 10), Stafford- 
shire 22 (Stoke-on-Trent C.B. 10), and Surrey 22. 


Graphs of Infectious Diseases 


The graphs below show the uncorrected numbers of cases 
(deaths for influenza) of certain diseases notified weekly in 
England and Wales (great towns for influenza). Highest and 
lowest figures reported in each week during the nine years 
1946-54 (influenza, 1952-4) are shown thus ------ , the 
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figures for 1955 thus . Except for the curves show- 
ing notifications in 1955, the graphs were prepared at ‘the 
Department of Medical Statistics and Epidemiology, London 
/ School of Hygiene and Tropical Medicine. 


INFLUENZA DEATHS 


Highest 1952-54 
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Lowest 1946-54 


12 6 20 24 28 
WEEKS 


INFECTIOUS DISEASES AND VITAL STA’ 


Summary for British Isles for week endi March 
(No. 10) and corresponding week 1954. "7 R 


Figures of cases are for the countries shown 
county. Figures of deaths and births are for 
England and Wales (London included), London administrative counee® in 


A blank space denotes disease not notifiable 
The table is based on information supplied by the Reauais available, 
England and Wales, Scotland, N. Ireland, and Eire, the Ministry of 
and Local Government of N. Ireland, and the Department of Health ot a 


CASES 1955 1954 
in Countries ; 3 
as a 

Diphtheria... 22} 2 12 
Dysentery .. | 1,407) 113) 304) 15 1} 1,001] 118 
Encephalitis, acute. . 0} 
Enteric fever : 

Typhoid .. és 1 2 

Paratyphoid .. 8 1 96 
Food-poisoning ..| 16 0| 344) 18 


Infective enteritis or 
diarrhoea under 


2 years 9 12 
Measles* 25,321 
Meningococcal infec- 
tion it) 2 47] on ql 
Ophthalmia neona- 
255 7 35} 4 3] 
Pneumoniat 958, 74) 295) 59) 1 755| 35} 235} 16 3 
Poliomyelitis, acute: 

Puerperal fevers ..| 252) 8 0} 239) 43) 1 
Scarlet fever .. | 780} 82) 41| 231 1,476) 70) 178 6 


Tuberculosis : 
Respiratory 623; 74) 151} 21 
Non-respiratory. . 11 8 18) 3 


Whooping-cough .. 


DEATHS 


in Great Towns E 


N. Ire. 


Diphtheria . . 


Dysentery .. ad 1 


Enteric fever 


0; 
Encephalitis, acute. . 0| 


Infective enteritis or 
diarrhoea un 


2 years .. 9 of 13} 2 1 
Influenza... 72} 6 2 2 25 
Measles .... | 1 
Meningococcal infec- a 

tion 3 2 
Pneumonia | 94 27) 15] 15] 38 28) 13 
Poliomyelitis, acute 0} 0 
Scarlet fever of o 0 
Tuberculosis: 

Deaths 0-1 year .. | 233} 29) 27) 8| 12 253} 28) 39 4 
7,623 1004 716 150 320| 6,457| 864 ng 123} 228 
LIVE BIRTHS .. | 7,810)1193| 975] 187| 472] 8,484|1306, 958] 229) 396 
STILLBIRTHS .. | 227) 30 24 220, 29) 


* Measles not notifiable in Scotland, whence returns are approximate. 


t Includes primary ard influenzal pneumonia. 


§ Includes puerperal pyrexia. 
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World Health Day.—The anniversary of the official 
adoption of the World Health Organization’s constitution 
on April 7, 1948, is being celebrated this year under the 

slogan “ Clean Water Means Better Health.” The purpose of 

World Health Day, 1955, writes, Dr. M. G. Canpbau, director- 

ral of W.H.O., in his message, “is to help stimulate 
understanding of the basic relationship between water re- 
, health, and civilization itself.” Describing the out- 
jook in many Asian countries, Dr. Candau quotes expert 
inion as believing that “ the sickness rate could be halved 
tecting water supplies and providing proper facilities 
for the disposal of wastes.” Turning to the “ privileged 
citizens who can unquestioningly trust the water which flows 
from their household taps,” Dr. Candau bids them remember 
‘the army of scientists, laboratory workers, engineers, health 
administrators, and others whose constant labours make this 
ible, and to realize their responsibility in avoiding pollu- 
tion of their natural water reserves. 


/ Mental Health.—Last week there were two meetings in. 


London concerned with mental health. On March 22 the 
Lord Mayor of London presided at a meeting at the Man- 
sion House to raise money for the Mental Health Research 
Fund, and on March 24 and 25 the National Association 
for Mental Health held its annual conference. The Re- 
search Fund was founded in 1949 by a small body of 
professional and lay men and women who believed: that 
mental health and mental illness were not receiving the 
share of attention in research that their immense import- 
ance demanded. At the Mansion House meeting, Sir 
Grorrrey Vickers, V.C., chairman of the Fund’s research 
committee, justified the Fund’s separate existence by saying 
that he thought it wrong, in any field, for research to be 
dependent on a State source, however well administered ; 
and, secondly, he held that interest in particular fields of 
research gained by being canalized. The other speakers 
were the hon. Dr. WALTER Mac ay, Dr. Denis HILL, and 


Dr. Etor SLATER. It was announced at the meeting that. 


the Fund’s first Fellowship had been awarded to Dr. J. D. 
MontaGcu, of Runwell Hospital, Essex. The annual con- 
ference of the National Association for Mental Health, 
held at County Hall, Westminster, was opened by the 
Minister of Health, Mr. IAIN MAcLeop. The conference 
discussed the preventive aspects of mental health work. 
After the opening ceremony Professor F. A. E. Crew, 
F.R.S., professor of public health at Edinburgh, gave an 
address on “Opportunities for Preventive Work in the 
Health and Education Services.” The subjects of the other 
sessions were “Practical Problems in the Local Authority 
Services,” “New Schemes in Practice,” and “ Promoting 
Mental Health in a Local Community.” : 


_ Industrial Health and Safety Centre-—When the Factory 


Department of the Home Office was transferred to the 
Ministry of Labour and National Service during the last 
war, the industrial museum at 97, Horseferry Road, Lon- 
don, S.W.1, was included in the transfer. The lay-out of 
this museum has now been redesigned greatly for the better, 
and many new exhibits added. To mark the revolution 
that has taken place there the name of the museum has 
been changed to the Industrial Health and Safety Centre, 
and on March 22 the new centre was formally declared 


"open by Sir WALTER MONCKTON, the Minister of Labour and 


National Service. Everything that can be done to safe- 
guard and improve the health of industrial workers is 
demonstrated at the centre—from first-aid to feéding, from 
safety in foundries to safety at sea—and different aspects 
of industrial health will be chosen for special display from 
time to time. Doctors with an interest in occupational 
health can be shown round the centre by the inspectors of 
factories on duty there, or, if a special appointment . is 
made, by one of the medical staff of the Ministry. 


Faculty of Anaesthetists Dinner——Over two hundred 
were present at the Seventh Anniversary dinner of the 
Faculty of Anaesthetists of the Royal College of Surgeons 
held at the College on March 23. The Dean of the Faculty, 
Dr. BERNARD JOHNSON, presided. Sir CHaRLEs Dopps, 


F.R.S., proposed the toast of the Faculty, and the Dean, 


in reply, outlined some of the aims of the Faculty and what 
it had already achieved. It was concerned, he said, mainly 
with three things—education, clinical standards, and scien- 
tific research. With regard to the latter, he paid tribute 
to the generous financial support given by leading pharma- 
ceutical firms, who had, between them, so far contributed 
£65,000 to research in anaesthesia. Sir RUSSELL BRAIN, 
P.R.C.P., acknowledging the toast of the guests, proposed 
by the Vice-Dean of the Faculty, Dr. R. F. WooLmer, 


referred to the fact that anaesthesia was now coming to the . 


help of the physician, notably in cases of bulbar poliomye- 
litis and tetanus. The more specialized specialists become, 
said Sir Russell, the more dependent they are on each 
other. 


Royal College of Obstetricians and Gynaecologists.—Mr. 
VINCENT Massey, Governor-General of Canada, and Dr. 
GeorGE W. Corner, of Baltimore, have accepted the 
Honorary Fellowship of the College, and will attend for 
formal admission on July 22. The William Meredith Fletcher 
Shaw Memorial Lecture for 1955 will be delivered by Pro- 
fessor B. P. Watson, of Columbia University, New York. 


Edinburgh University Among those who will receive the 
honerary Doctorate in Law of Edinburgh University at the 
graduation teremony on July 8 are Dr. J. G. GREENFIELD, 
consultant pathologist to the National Hospital for Nervous 
Diseases, Professor J. B. S. HALDANE, F.R.S., Professor of 
Biometry at University College, London, and Sir SYDNEY 
SmitH, Rector of Edinburgh University. 


British Society for Research on Ageing.—The following 
honorary officers and members of the executive committee 
have been elected: Chairman, Sir CHARLES Dopps, F.R.S.; 
Vice-Chairman, Sir FRANCIS FRASER ; Secretary, Dr. G. H. 
Bourne ; Treasurer, Professor P. L. KRoHN; Members of 
Committee, Professor J. F. DANteELLI, Dr. H. B. Fett, F.R.S., 
Professor K. J. FRANKLIN, F.R.S., Professor P. B. MEDAWAR, 
F.R.S., and Professor R. E. TuNsripGE. Inquiries concern- 
ing the Society should be addressed to the hon. secretary, 
Dr. G. H. Bourne, London Hospital Medical College, 


London, E.1. 


Pamphlets for Parents——The National Association for 
Mental Health is issuing a series of pamphlets for parents 
having difficulties with their children. The latest is called 
“Children Who Dislike Their Food,” and is written by a 
lay psycho-analyst, formerly on the staff of the association. 
Other titles in the series are “Children’s Fears,” “ Chil- 
dren’s Jealousies,” “ Temper Tantrums,” “ Breast Feeding,” 
and “Habit Training,” and more are to come. The 
pamphlets, which cost 1s. 3d. (by post Is. 44d.) each, are 
said to be specially suitable for distribution through child 
welfare clinics. 


Professor Robert Cruickshank, director of the Wright- 
Fleming Institute of Microbiology, St. Mary’s Hospital 
Medical School, London, has arranged a three-week lecture 
tour of medical schools in Canada. After that he will go 
to New York for a week. He will leave London on June 16 
and plans to be back on August 2. 


Change of Title of a Medical Journal.—At the beginning 
of this year the Philippine Journal of Surgery altered its 
title to the Philippine Journal of Surgery, Obstetrics and 
Gynecology to indicate its wider coverage. The volume 
numbering will be continuous with that of earlier issues. 


COMING EVENTS 


Association of Clinical Pathologists——The 54th general 
meeting will be held at Douglas, Isle of Man, on April 
13. 14, and 15. Scientific papers will be read. Details 
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from the honorary secretary, Dr. W. H. MCMENeMEY, Maida 
Vale Hospital for Nervous Diseases, London, W.9. 


South-West Metropolitan Chest Diseases Group.—In- 
augural meeting at 2.30 p.m. on April 23 at St. James’ 
Hospital, Balham (see Journal, March 12, p. 677). Sir 
se Price THOMAS will speak on “Carcinoma of the 

ung.” 


Concert in Aid of R.M.B.F.—Mr. STEPHEN WEARING will 
give a pianoforte recital at Oatlands Park Hotel, Weybridge, 
at 8.30 p.m. on May 6 in aid of the Royal Medical 
Benevolent Fund. Tickets (£1 1s. and 10s. 6d.) from Dr. 
oma BALLANTYNE, 20, Hersham Road, Walton-on-Thames, 

rrey. 


Congress of French-speaking Endocrinologists.—The third 
congress will be held in Brussels from June 18 to 20. Details 


from Professor J. Leperer, 233, Avenue de Tervueren, 
Brussels. 


International Society of Surgery.—The sixteenth congress 
will be held in Copenhagen, July 24-31, under the presi- 
dency of Professor Evarts A. GraHAM (U.S.A.). Two sub- 
jects to be discussed will be “ The Risks of Surgical Opera- 
tions " and “ Hepatectomy.” The congress is open only to 
members of the society. Surgeons wishing to join should 
apply to Mr. H. W. S. Wricnr, F.R.C.S., 9, Weymouth 
Street, London, W.1, from whom full details may be obtained. 


Health Education—Summer school on “ Opportunities 
and Methods in Health Education,” at Reichel Hall, Uni- 
versity of North Wales, Bangor, August 16 to 26. Details 
from Central Council for Health Education, Tavistock 
House North, Tavistock Square, London, W.C.1. 


International Society for the Study of Biological Rhythm. 
—Fifth conference at the Karolinska Institute, Stockholm, 
September 15-17. Main ‘items : “ Rhythmical Phenomena 
in the Nervous System,” “ Cybernetics,” and “ Rhythm and 
Industrial Medicine.” : 


European Haematological Society.—Fifth Congress in 
Freiburg-im-Breisgau, Germany, September 20-25. Details 
from Dr. A. Piney, 152, Harley Street, London, W.1. 


Medical Association of South Africa.—The 40th Medical 
Congress will be held at Pretoria on October 17-22. Details 
from the Joint Organizing Secretaries, Room 28, Admini- 
Strative Building, General Hospital, Pretoria. 


SOCIETIES AND LECTURES 


A tee is charged or a ticket is required for attending lectures marked @. 
Application should be made first to the institution concerned. 


Monday, April 4 

Auxmiary Royat Army Mepicat Corps Funps.—At 11, Chardos Street, 
W., 5 p.m., annual general meeting. 

oF p.m., lecture-demonstration by Dr. E. 
tengel. 

@Rovat oF SurGeons oF ENGLAND.—S.15 p.m., Mr. H. Osmond- 
Clarke: Fractures of the Upper End of the Femur ; 6.30 p.m., Professor 
Ilan Aird: Management of the Pancreas in Upper Abdominal Surgery. 


Tuesday, April 5 

Royal COLLEGE OF SURGEONS OF ENGLAND.—5 p.m., Lister Oration by Mr. 
Vv. E. Negus: Comparative Anatomy and Physiology of the Respiratory 
Tracts in Relation to Clinical Problems. 

@Rovat Coiiece or Surceons or ENGLAND.—6.15 p.m., Dr. C. E. Dukes: 
Tumours of the Colon and Rectum. ; 

West HosprtaL FOR NEUROLOGY AND NEUROSURGERY.—5.30 p.m., 
neurological demonstration by Dr. C. C. Edwards. 


Wednesday, April 6 

INSTITUTE OF ORTHOPAEDICS.—8 p.m., senior clinical conference. 

MIDLAND Mepicat Society.—At Dudley Road Hospital, Birmingham, 
8.15 p.m., clinical meeting ; 9.30 p.m., annual general mecting. 

@Rovat Cortese or SurGeONs oF ENGLAND.—S5.15 p.m., Mr. H. J. B. 
Atkins: Carcinoma of the Breast; 6.30 p.m., Mr. D. H. Patey: Mixed 
Tumours of the Parotid Gland. 

Sr. MaryYLesone HosPITAL FOR PSYCHIATRY AND CHILD GUIDANCE.— 
5.30 p.m., Dr. F. D. Wride: Psychoanalysis and General Practice. 

SocreTy FoR VISITING SCIENTISTS, LTpD.—7.30 p.m., discussion: Allergy— 
Current Conteptions. Speakers, Dr. B. N. Halpern, Professor J. R. 
Marrack, and Dr. J. Pepys. ' 


Thursday, April 7 


ALFRED ADLeR Mepicat Soci.ty.—At 11, Chandos Street, W., 8 p.m., 
Professor Alexander Kennedy 


: Human Reactions to Danger. 


APPOINTMENTS 


ANDERSON, NorMaN Eric Witson, M.B., Ch.B.. DP 
Group Medical Superintendent, Southern Lanarkshire Hos 
Bau, J. D., M.B.. M.R.C.P., Physician in Charge of the Miners’ 
Diseases Treatment Centre at Liandough Hospital (United Cardiff Hee 
CARROLL, James, M.B., BCh., D.P.H., D.C.H., District Medical 
y, Desborou a rban 
ts and Kettering Rural 
EW, Epwin, M.V.O., M.B., B.S., F.R.CS., time 
sultant Thoracic Surgeon, St. George's Hospital, London, sw Con. 
East ANGLIAN Reoronat Hosprtat Boarp.—R. H. Gaman, B, 
D.P.M., Consultant Psychiatrist/Medical Superintendent,  Risbridge 
and Riversfield Home ; P. A. H. Clements, M.R.C.S., L.R.C.P. Assistany 
Senior Medical Officer, Board's Headquarters Staff ; "A.M. Jawi, Mp 
B.S., Surgical Registrar, West Norfolk and King’s Lynn General Hospital : 
L. Essex, M.R.C.S., L.R.C.P., Anaesthetic Registrar, West Norfolk ang 
King’s Lynn Generai Hospital ; J. D. Culligan, L.R.C.P.&S 
ORDON, RONALD M., M.B., Ch.B., D.P.H., Medical Offi Departmen, 
of Health for Scotland. 
ARMAN, JOHN - M.B., B.Ch., Director of Pathology, 
Hospital, Dublin. St. Keviaty 
MANCHESTER REGIONAL Hospitat BoarD.—A. A. Cashmore, M.D Con. 
sultant Child Psychiatrist, Booth Hall Hospital; F. J. Hebbert, Mp 
F.R.F.P.S., Consultant Physician in Geriatrics, Blackburn Disirici 
Hospitals; B. O’Hare, M.B., B.Ch., D.M.R.D., Assistant Radiologist, ‘ 
Bolton and District Hospitals; H. I. Heffernan, L.R.C.P.AS.1., DA 
Assistant Anaesthetist, Ashton, Hyde, and Glossop Hospitals ; D. L. Fox 
M.B., Ch.B., D.P.M., Assistant Psychiatrist, Lancaster Moor Hospital, 
whole-time appointments. 
NORTH-WEST METROPOLITAN REGIONAL HospPiTaL BoarD.—P. M. Tow 
Ph.D., M.B., B.S., Consultant Psychiatrist, Hill End Hospital; T, 9 s 
Burns, B.M.. B.Ch., F.F.A. R.C.S., Consultant Anaesthetist, Royal Northern 


er, and City of London Maternity Hospital; D. A. Davies. MD 
-R. ital 


C.0.G., Consultant Gynaecologist, St. Mary's 

Hampton, R. G. Law, M.D., M.R.C.O.G., Consultant Obstetrician and 
Gynaccologist, Whittington Hospital, including duties at New End Hospital - 
W. M. McIntyre, M.D., M.R.C.P.Ed., Consultant Psychiatrist, St. : 
bone Hospital; Dorothea B. I. Halstead, M.B., Ch.B., F.F.A.R.CS 
D.C.H., Consultant Anaesthetist. Hounslow Hospital ; Betty E. Powe, MD. 
D.C.H., Admissions Officer (S.H.M.O.), Central Middlesex Hospital ; §. Hi 
Lucas, M.R.C.S., L.R.C.P., D.P.M., Consultant Psychotherapist, 
Clinic ; J. G. Sommerville, M.B., Ch.B., Assistant Physician (S.H.M.O.), in 
Physical Medicine, Medical Rehabilitation Centre, Camden Road, N.W. 

PaRKEN, DouGtas Stuart, M.B., B.S., D.P.H., D.C.H., Deputy Medical 
Officer of Health, Swindon Municipal Borough. 


BIRTHS, MARRIAGES, AND DEATHS 


DEATHS 


-—On March 10, 1955, at 319, Aldborough Road, Seven Kings 
Ilford, Essex, Mukund Shripad Ajrekar, M.B., B.S., of Poona, India. 

—On March 17, 1955, at 16, King’s Drive, Eastbourne, Sussex 
Cecil Walter Ramsay Banham, M.R.C.S., L.R.C.P., formerly of Hurst- 
monceux, Sussex, aged 85. 

Brand.—On March 18, 1955, at 25, Frognal Court, Finchley Road, London 
N.W., Hamish Douglas Ferguson Brand, M.B., Ch.B., Colonel, late 
R.A.M.C., retired. 

Collingham.—On March 19, 1955, David Horace Collingham, M%&.CS., 
L.R.C.P.. of 27, Maid Causeway, Cambridge, formerly of Lincoin. 

de Boer.—On March 17, 1955, at Shirley, Adeyfield Road, Hemel Hemp- 
stead, Herts, Alice de Boer, L.R.C.P.&S.Ed., L.R.F.P.S., aged 83. 

Dunne.—On March 4, 1955, at Winchester, Hants, James Stuart Dunne, 
D.S.O., F.R.C.S.L., Lieutenant-Colonel, R.A.M.C., retired, of Whitchurch, 
Hants, aged 77. 

Edwards.—On March 19, 1955, Edward Charles Edwards, M.D., of 33, 
The Green. Shaldon, Devon, late of Penzance, Cornwall, aged 83. 

Fitch.—On March 19, 1955, in New Zealand, Keith Simpson Fitch, 0.B.E., 
F.R.C.S.Ed., Lieutenant-Colonel, I.M.S., retired. 

Goodchild.—On March 7, 1955, Nathaniel John Goodchild, M.R.CS., 
L.R.C.P., of 2, Templars Crescent, Finchley, London, N., late of Sidney 
House, Highgate Road, London, N.W., aged 89. 

Hodges.—On March 17, 1955, George Montague Williams Hodges, M.B., 
B.S.. of Dallington, Sussex, formerly of Deddington, Oxon. 

Ki'lard-Leavey.—On March 10, 1955. at a nursing-home, Barnstaple, Devon, 
Timothy Joseph Killard-Leavey, M.R.C.S., L.R.C.P., aged 84. 

Lakin.—On March 13. 1955, in the Private Patients’ Home, Robert Lakin, 
M.D., of 12, Heaton Moor Road, Stockport, Cheshire. 

Lucas.—On March 6, 1955. at Eskbank, Midlothian, Frederick Richard 
Lucas, L.R.C.P.&S.Ed., L.R.F.P.S., of Rerwick Lodge, Eskbank. 

McLaren.—On March 14, 1955, at Edinburgh, Robert McLaren, 
L.R.C.P.&S.Ed., L.R.F.P.S.. of 28, Oxgangs Road, Edinburgh, aged 83. 

McLean.—On March 15, 1955, at St. Mary’s Hospital, Newport, Isle of 
Wight, Neil McLean, M.B., Ch.B., D.T.M., D.T.H. 

Manfield.—On March 17, 1955, at the General Hospital, Nottingham, 
George Herbert Hind Manfield, M.C., M.R.C.S., L.R.C.P., of 6, 
Clarendon Street, Nottingham. 

Marshall.—On March 10, 1955, at 5, Christchurch Road, Worthing, Sussex, 
Reginald Prynne Marshall, M.R.C.S., L.R.C.P. 

Metealfe.—On March 17, 1955, George Metcalfe, M.B., Ch.B., of 56, 
Higher Reedley Road, Brierfield, Lancs, aged 53. 

Shearer.—On March 9, 1955, at Myrtle Cottage, Carbis Bay, Cornwall, 
Donald Francis Shearer, M.B., F.R.C.S. aged 90. 

Stein.—On February 21, 1955, at 1, The Orchard, Blackheath, London, 
S.E., Charles Stein, O.B.E., M.D., late of Shipston-on-Stour, Worcs, 
aged 93. 

Straus.—On February 1955, North Curry, near Taun- 
ton, Somerset, Willi Straus, M.D., a " 

at Warlingham, Surrey, Augustus 
William Tabuteau-Herrick, F.R.C.S.I. 

Turner.—On February 28, 1955, at his home, “* Hedingham,” First — 
Middleton-on-Sea, Sussex, Joseph George Turner, F.R.CS., F. 
R.C.S., aged 85. 

Vickers._-On March 4, 1955, Thomas Hedley Vickers, M.R.CS., LRCP., 
—D.0.M.S., Surgeon Commander, R.N., retired, of Jetwells, Goudhurst, 
Kent. agcd 77. 
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Any Questions ? 


pondents should give their names and addresses (not 
ication) and include all relevant details in their 

jw ions, which should be typed. We publish here a selec- 
om of those questions and answers which seem to be of 


general interest. 
Dangers of Intravascular Penicillin 


—How common are serious reactions to penicillin if 
it is given accidentally into a vein? Does their incidence 
any further precautions than attempting to aspirate 
blood into the syringe before injecting the penicillin? Are 
some preparations of penicillin more apt to lead to these 
serious reactions than others ? 

A.—Considering the enormous quantities of penicillin 
administered by intramuscular injection and the compara- 
tively few reports of reactions occurring following accidental 
intravascular administration, no further precaution other 
than attempting to withdraw the plunger of the syringe need 
be taken. 

The consequences of intravascular administration, how- 
ever, depend very considerably on the type of preparation 
ysed. In the great majority of cases an aqueous suspension 
could be injected intravenously with little danger, whereas 
the oily suspensions and emulsions, and in particular those 
containing procaine, would produce serious and sometimes 


fatal reactions. 


Influenza and Epistaxis 


Q.—in the recent influenza epidemic I have noticed that 
in a number of cases a spontaneous epistaxis has occurred 
about the second or third day of the disease. Could you 
tell me if this has been seen generally and if any cause can 
be suggested ? 

A.—In about 20% of young adults with influenza there is 
epistaxis. The actual numbers vary from epidemic to 
epidemic, and in some large series of cases epistaxis has not 
been noted. Several observers have commented on its occur- 
rence during the recent influenza B outbreak in children. 
Epistaxis is presumably due to the intense engorgement in 
the submucosa of the upper respiratory tract which accom- 
panies the virus infection of the epithelium. 


Lipoid Pneumonia from Nasal Drops and Sprays 


Q.—Has the use of oily nasal drops and sprays been 
shown to be directly responsible for the development of 
lipoid pneumonia? In those patients who have developed 
the condition were there significant contributory factors 
depressing the cough reflex? What is the incidence of 
lipoid pneumonia ? 

A.—The evidence relating the use of oily nasal drops or 
sprays to the development of lipoid pneumonia is circum- 


stantial rather than direct. Although disorders of the cough. 


reflex and of deglutition predispose to aspiration from the 
upper into the lower respiratory tract, lipoid pneumonia has 
been reported in patients without any interference with these 
functions. Exogenous lipoid pneumonia must be clearly 
distinguished from endogenous lipoid pneumonia; in any 
chronic pneumonic condition, such as may occur behind a 
bronchial obstruction, fatty change may occur in the chronic 
inflammatory cells, giving rise to an endogenous lipoid pneu- 
monia. The most frequent sources of the oil in exogenous 
lipoid Pneumonia are oily nasal drops or sprays and mineral 
oil taken by mouth, in both instances over a prolonged 
period. It has been shown that, iodized oil introduced into 
the nose of a sleeping person can be demonstrated in the 
lungs on the following morning. The localized nature of 
some exogenous lipoid pneumonias suggests that oil from the 
nose or pharynx may have been aspirated in this way during 


sleep into the broncho-pulmonary segment which is most 
dependent in the patient’s customary sleeping posture. The 
incidence of exogenous lipoid pneumonia is difficult to 
assess, largely because diagnosis is usually impossible with- 
out the opportunity for histological examination which may 
be afforded either by lung resection or as a result of post- 
mortem examination, With this proviso, the condition 
appears to be rare. However, in view of the possible dangers, 
and of the little evidence of positive benefit from their use, 
oily nasal drops and sprays are best avoided. 


Hypertrophied Labia 

Q.—1 have a female patient of 16 who complains of dis- 
comfort from swelling of the iabia—according to the mother, 
the labia minora. It is now brought on only by exercise, 
such as badminton and especially cycling. It was at its 
worst 18 months ago, when the labia would™swell after 
exercise sufficiently to cause difficulty in walking. The 
patient (and her mother) say that at that time her periods 
were abnormal, occurring fortnightly and lasting for a week ; 
now she has them for five days in 28. I could find nothing 
abnormal on examination except that the labia minora were 
possibly rather large for the patient’s age. I should be very 
interested to have comments on this case. 


A.—This girl probably has a moderate degree of hyper- 
trophy of the nymphae, a not uncommon condition. It is 
sometimes alleged to be a sign of masturbation, but it is 
more likely a developmental anomaly. Often it is symptom- 
less, but it can be troublesome in that the labia tend to get 
chafed and sore during exercise, and sometimes they react 
by becoming oedematous and painful. Symptoms are most 
often seen during adolescence, and this may be because of 
the increased activity of the sebaceous and sweat glands in 
the skin of the vulva and of a tendency to leucorrhoea at 
that age. Failure to realize the need to wash carefully in 
the folds of the vulva may also be a factor. 

If the symptoms are improving active treatment is prob- 
ably unnecessary. The girl should be advised to wash and 
dry the skin carefully and often, and to avoid powder, which 
tends to cake in the crevices. Before exercise she should 
apply a barrier cream such as zinc and castor oil or one of 
the proprietary preparations, and this may prevent chafing. 
If the labia continue to cause trouble the ultimate line of 
treatment is to reduce their size by a plastic operation. 


_ Methonium Compounds in Left Ventricular Failure 


Q.—In what circumstances are methonium compounds 
indicated in left ventricular failure? Are there any special 
dangers, and what results may be expected? 


A.—Methonium compounds (for example, hexamethonium, 
pentolinium) will lower the blood pressure and relieve the 
strain on the heart in hypertensive left ventricular failure. 
The dosage required is variable and should be determined 
by the sphygmomanometer in the individual. In acute left 
ventricular failure 2.5 mg. pentolinium can be given intra- 
venously and repeated in ten minutes if the pressure does 
not fall with the first dose. If a profound drop in pressure 
takes place this can be corrected by changing the posture 
towards recumbency. The effect of methonium can be one 
of dramatic relief: owing to the uncertainty of dose- 
response, however, it is not likely to displace morphine as 
the most effective remedy for emergency use. 

Methonium compounds have a real place in the manage- 
ment of chronic hypertensive left ventricular failure. If 
begun in the early stages before gross enlargement has 
occurred symptomatic relief may be dramatic and sustained 
for years. They are especially valuable in the younger 
age groups before extensive arteriosclerotic changes have 
developed. A single large injection on going to bed may 
prevent nocturnal dyspnoea. Methonium should be re- 
garded as a supplement’ to digitalization rather than an 
alternative form of treatment. The difficulties and dangers 
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of methonium treatment are now well known, and recent 
papers should be consulted for details—for example, that 
by Brenda Morrison.’ 

Efforts have been made to reduce the work of the failing 
heart with methonium in non-hypertensive cases. These 
trials are as yet inconclusive. 


REFERENCE 
! British Medical Journal, 1953, 1, 1291. 


Acid Urine 


Q.—/ would be glad if you could tell me if there is any 
dietary method of keeping an extremely acid urine nearer 
neutrality. At present 40-60 er. (2.7-4 g.) potassium citrate 
is needed daily for this purpose. 


A.—The amount of acid excreted in the urine in health 
depends very largely on the amount of animal protein con- 
sumed, and a low-protein vegetarian diet does make the 
urine more alkaline. Before recommending such a treat- 
ment, however, one would have to know whether the 
presence of “ extremely acid urine” was in fact responsible 
for the patient’s symptoms ; if these are really due to urinary 
infection, this should be treated by antibiotics and not by 
potassium citrate. It is assumed that the common causes 
of a metabolic acidosis—diabetes, diarrhoea, anorexia—have 
been excluded. If the patient has no symptoms, and a 
normal alkali reserve, the finding of a urinary pH down to 
4.5 has no pathological significance, and no treatment is 
required. 

Treatment of a Phantom Leg 

Q.—1 would appreciate advice on the treatment of a phan- 
tom leg in a man of 65 who was wounded in the first world 
war. So far | have not tried any of the long-acting local 


analgesics, and I have been wondering whether it would be 
worth trying one, and, if so, what methods to adopt. 


A.—Phantom leg sensations are of no importance unless 
they are painful, but it seems likely in this case, as the phan- 
tom sensation has either persisted since the first world war 
or has developed as a delayed effect in recent years, that in 
fact the patient is complaining of one of the several types 
of phantom pain, probably a sudden neuralgic sensation with 
a jerking of the stump. 

It is most helpful in the handling of this type of case to 
observe the effects of blocking the nerves to the end of the 
stump, The nerve concerned is identified by the position in 
the phantom to which the pain is referred, and if, as usually, 
the pain is referred to some part in the sciatic nerve distribu- 
tion; then a sciatic nerve block with procaine may be a very 
instructive procedure. If, as often happens, this procedure 
causes numbing or disappearance of the phantom sensation, 
then this indicates that most of the abnormal neural discharges 
are originating at the neuromata at the end of the stump, 
and in this type of case repeated injections with procaine may 
give lasting relief. However, this type of case is also very 
suitable to treatment by percussion, either with a mallet 
and applicator or by a mechanical vibrator. Both of these 
measures gradually destroy the fine nerve fibres in the 
neuroma. So successful has been this treatment in many 
instances that a small type of vibrator is now supplied by 
the Ministry of Pensions on loan to cases of painful ampu- 
tation stump or phantom pain. Further information with 
regard to this treatment can be found in a paper by Russell 
and Spalding.’ : 

REFERENCE 
! British Medical Journal, 1950, 2, 68. 


NOTES AND COMMENTS 


Static and Car Sickness.—Dr. W. E. Hick (Cam- 
bridge) writes: I disagree with your expert’s remarks on “ the 
present opinion” of the cause of motion sickness (“ Any 
Questions ?"" March 12, p. 680). There are two aspects—the 
eliciting conditions and the physiological mechanisms. With 
regard to the latter, I should be interested to hear of any reason- 
able evidence that the possession of “ hypersensitive labyrinths ” 


. . 
is a necessity. Even the weaker postulati “ os 
to labyrinthine stimulation” is The hyPersensitivty 
“magic swing” and similar devices which only pone the 
illusion of bedy movement would have to be oxplai pa 
- Over-stimulation ” is also a somewhat unfortunate po away, 
Taking vertical acceleration alone, the values during ona : 
very much greater than are commonly experienced in ng are 
ship. The lower frequency in a ship (of the order of 0. 1 's) j 
relevant, but not because it causes over-stimulation Slow ‘S) is 
tion at constant speed with the gaze directed upwards ry Pr. 
extremely unpleasant ; but it can only 
the labyrinths when starting and stoppin 

I think the most useful summary of the evi : 
motion sickness is just a variety of the more pec mal 
vertigo sickness. Everybody knows that vertigo, whether 
by vestibular disease, drugs, motion, anomalous behaviour of 
visual ; world, or anything else, tends to produce vomi a 
“Vertigo " here denotes a confusion in spatial Orientation 
ticularly with respect to gravity; the apparent magnitude a 
latter is to be remembered, as well as its direction. Whether = 
word “ giddiness ” is used by the sufferer depends on the sit 
tion and on certain iinguistic factors. ‘* Vibrations affectin th 
eyeball” would shift the image on the retina, and thus mon 
add to the confusion. But this is a minor contribution in the 
sick-making conditions. 

ndividual differences in susceptibility are pr 
sensitivity of the vomiting reflex to 
Medical palliation is, of course, mostly limited to attacks on the 
former, but it is worth remembering that the latter is an active 
process of learning to achieve orientation by making a better 
selection from the total sensory information. As a skill it j 
largely unconscious; but, iike other skills, it is more quickly 
acquired when there is conscious effort directed by insight, as 
many people have found out for themselves. 


Aphthous Ulcers.—Dr. GeorGe (London, W.1) writes: 
I have been troubled with these ulcers (Journal, January 2, 
p. 242, and March 5, p. 618) ever since I was a small boy—two 
or three times a year for many years, but now much less fre 
quently. For the last thirty years or so I have always touched the 
ulcer with a silver nitrate stick, which I carry in my dressing. 
case. The actual application is exceedingly painful, but js 
followed by an immediate relief of pain, the ulcer being covered 
with a white coagulum. The pain may return after 24 hours or 
so and is again at once relieved by another application. I have 
never had to repeat the treatment a third time, as the ulcer is no 
longer painful and heals rapidly. I have treated successfully magy 
patients in this way,, but I always warn them that the initial pain js 
very great. I have used 2% gentian violet if many ulcers were 
— but it is not so good as a silver nitrate stick for a single 
ulcer. 


Our Expert writes: The application of silver nitrate, either in 
solution or as a stick, to the aphthous ulcers appears to have 
many adherents. It is, of course, a painful procedure, but may 
have the benefit in single ulcers, as some correspondents have 
pointed out, of relieving pain. The ulcers frequently appear in 
crops of several at a time, and it was in this type of case that 
silver nitrate was not recommended, as the majority of opinion is 
against its use. It is unfortunate that a common and painful 
condition still has an obscure aetiology and somewhat empirical 
treatment. 


Books of “ Any Questions ? ”—The second and third volumes 
of “ Any Questions ? ” are available, price each 7s. 6d. (postage 
6d.), from the Publishing Manager, B.M.A. House, Tavistock 
Square, London, W.C.1, or through any bookseller. Each con 
tains some 200 selected expert answers, and the third volume a 
cumulative index to the three published books. 


All communications with regard to editorial business should be addressed 
to THE EDITOR, Britis MEDICAL JouRNAL, B.M.A, House, Tavistock 
Square, Lonpon, W.C.1. TELEPHONE: EUSTON 4499. TELEGRAMS: 


Aitiology, Westcent, London. ORIGINAL ARTICLES AND LETTERS © 


forwarded for publication are understood to be offered to the British 
Medical Journal alone unless the contrary be Stated. 

Authors desiring REPRINTS should communicate with the Publishing 
Manager, B.M.A. Housc, Tavistock Square, W.C.1, on receipt of proofs. 
Authors overseas should indicate on MSS. if reprints are required, a 
proofs are not sent abroad. 
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Westcent, London. 
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